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wherein: 

is selected from hydrogen, Cvealkyl, Ci^cycloalkyl, hydroxy, Ci^alkoxy, -COO{Ci^alkyl), halogen, phenyl, 
phenylcarbonyl, substituted phenyl, pyridinyl, pyrimidinyl or pyrrolyl; ^\ 
n is 0 or 1; is a Cvealkylene chain optionally mono- or disubstituted independently with hydrogen, C^^alkyl, ~* ^ 
hydroxy, Ci.6allcoxy, fluoro, pheny! or substituted phenyl substituents; UU 
R and R^ are Independently selected from the group consisting of hydrogen, Ci^alkyl, hydroxy, Ci^alkoxy or 
halogen; and 

R^ and R* are as defined in the specification; and salts thereof are useful for treating benign prostatic ^ 
hyperplasia. 
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1. 2295387 

ANTAGONISTS OF a-1C ADRENERGIC RECEPTORS 



5 

BACKGROUND OF THE INVENTION 

Benign prostatic hyperplasia (BPH) is a t)enign neoplasm found primarily in 
1 0 older males, see H. Lepor, Urologic Clinics of North America. 17, No.3, 651-659 
(1990). BPH clinical manifestations include bladder outlet obstruction resulting from 
enlargement of the prostate gland. The condition is most often treated by 
transurethral prostatectomy, see H. Lepor, etal. The Journal of Urology, 148, 1467- 
1474 (1992). 

15 The prostate has been demonstrated to be rich in a-1 adrenergic receptors, 

see S. Raz. etal. British Journal of Urology, 45. 663-667 (1973). It has been 
reported that BPH can be treated with an a-1 adrenergic receptor blocker, which 
may act by relaxing the tension of prostate smooth muscle, thus relieving the 
symptoms of infravesical obstmction. see H. Lepor etal. supra at 1473. Recently 

20 the a-1 adrenergic receptor mRNA from human prostate has been analyzed and 
three subtypes have been identified: a-1B, a-1C and a-1D. with a-1C comprising 
70% of the mRNA. This may account for the cardiovascular and central nervous 
system side effects caused by nondiscriminatory blockade of a-1 adrenergic 
receptor subtypes, see D.T. Price, etal. The Journal of Urology, 150. 546-551 

25 (1993). PCT Application WO 94/10989. a-1 adrenergic antagonists whfch bind 
selectively to the a-1C adrenergic receptor subtype preferentially over the a-1 B 
and a-1D subtypes have been claimed as useful in the treatment of BPH, see PCT 
Application WO 94/10989, supra. Testosterone 5a-reductase inhibitors such as 
Proscar'TM (Merck) have been shown to be useful in the treatment of a variety of 

30 androgen resFX>nsive diseases such as BPH and prostate cancer, see Frye, et al, 
US Patent 5,302,589, PCT ApplicaUon WO 94/10989. supra. Additionally, a-1 
adrenergic receptor antagonists and dopamine D2 antagonists in combination have 
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been shown to be useful as an antipsychotic treatment, see Hrib, ef a/. J. Med. 
Chem.. 37.2308-2314(1994). 

a1 -adrenergic antagonists have also been shown to differentially control 
serotonin release in the hippocampus and striatum, see Rouquier, etal, Eur. J. 
5 Pharmacol., 261(1-2), 59-64 (1994). have an effect on susceptibility to malignant 
arrhythmias, see Blllman. J.CardiovasaPhamacoL, 24(3;. 394-402 (1994). to 
possess dopamine receptor agonist activity and 5-HT receptor antagonist activity, 
see PCT patent application WO 9305035. to effect hyperthermia and hyperglycemia, 
see Nonogaki K. etal. Eur. J. PharmacoL.262(U2)i'\77-ieo (1994). to have a role in 

10 treatment of obstructive detrusor instability, see C.RChapple. era/. Brit. J. of 

Urology, 73, 1 17-123 (1994), and to have hemodynamic effects in cinrhotic patients 
with portal hypertension, see Albillos A. et al, Hepatology. 20(3): 611-617(1 994). 

ai -adrenergic agonists have been shown to precondition rabbit ischemic 
myocardium independent of adenosine by direct activation of protein kinase, see 

15 Tsuchida. et al, Circ. Res., 75(3): 576-585 (1994). 

Compounds which modulate al -adrenergic subtype response have 
additionally been implicated as useful for treatment of conditions such as 
hypertension, see US Patent 4.440.769. ischemic heart disease, and psychoses, 
see Japanese Patent JP 03264579, congestive heart failure, see PCT application 

20 WO 92/00741 . cerebral angiopathy, see Japanese Patent JP03264579. 

sympathetically maintained pain in peripheral tissues, see PCT applicatton WO 
92/14453 and 91/2806; allergies, hypolipemia, peripheral vascular disorders and 
glaucoma, see French Patent FR 2574401. thrombosis and asthma, see European 
Patent 62596. dysurta and pollakiuria, see Japanese Patent 03090027, bronchial 

25 spasms, hemorrhoids and nasal congestion, see South African Patent ZA 8502785. 
Furthemnore, al -adrenergic subtypes have been shown to have a role in 
mediating adrenergic vasoconstriction in kidney of two kidney, one-clip Goldblatt and 
deoxycorticosterone acetate-salt hypertensive rats, see Sattar. et al. J. Cardiovasc. 
PharmacoL 24(3), 420-428 (1994). to have analgesic potency after systemic 

30 administration in amphibians, see Brenner, etal, J. PharmacoL Exp. Ther., 270(2), 
540-545 (1994), to be involved in the effects of hippocampal vasopressinergic 
treatment on retrieval and releaming, see Metzger, et al, Behav, Neural. Biol., 62(2). 
90-99 (1994). to have a role in sleep-wakefulness and body temperature regulation 
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Brain Res, BulL, 35(2), 171-177 (1994), to be involved with cardiac myocytes 
following coronary artery constriction In rats, see Cheng, etai Cardiovasc. Res., 
28(7), 1070-1082 (1994), to mediate biochemical, molecular, and morphologic 
features of cultured myocardial cell hypertrophy, see J. Biol. Chem., 268, 15374 
5 (1993), to be involved with phasic and tonic vasoconstrictor responses, see Wong 
P.C., etal, Eur. J. Pharwacol:.262(1'2)'AB5'16d (1994), to have a role in human liver 
during intraabdominal sepsis, see Hwang T, et at, Hepatology:20(3y. 638-642 (1994). 
to modulate phosphatidylinositol cycle in cultured rat cardiomyocytes. see Van 
Heugten H, etal, J. MoL Cell Cardiol. 26^8):108M093 (1994). and to be involved in 
10 glucose release and thus diabetes, see Capusso. A., et al. Gen. Comp. Endocrinol, 
95 PA 457-463 (1994). 

Compounds of the present invention inhibit the a- 1c adrenergic receptor 
subtype and are therefore useful in the treatment of BPH and other obstructive 
conditions in which urination is difficult or strained. 



15 



SUMMARY OF THE INVENTION 



Quinazotine compounds useful as antagonists of a-1C adrenoceptor of the 
20 following fonnula (I): 



(I) 
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wherein: 

is selected from the group consisting of hydrogen, Ci^lkyl, Ci- 
ecycloatkyi, hydroxy, Ci^lkoxy, -COO(Ci.6alkyl), halogen, phenyl, phenylcarbonyl. 
substituted phenyl, pyridinyl, pyrimidlnyl or pyrrolyt; 
5 n is an integer selected from the group consisting of 0 or 1; 

is a Ci^lkylene chain optionally mono- or disubstituted independently 
with hydrogen, Ci^ikyl, hydroxy, Ci^lkoxy, fluoro. phenyl or substituted phenyl 
substKuents: 

and R^ are independently selected from the group consisting of hydrogen, 
1 0 Ci -aalkyi, hydroxy, Ci ^alkoxy or halogen; 

R^ and R^ are selected from a variety of substttuents. 
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DETAILED DESCRIPTION OF THE INVENTION 

This invention relates to novel a-1C adrenoceptor binding compounds of the 
5 following formula (i): 

» 

(I) 




10 wherein: 

is selected from the group consisting of hydrogen, Ci^alkyl, Cv 
ecycloalkyi, hydroxy, Ci^alkoxy, -C00(Ci.6alkyl), halogen, phenyl, phenylcarbonyl, 
substituted phenyl, pyrldlnyl. pyrimidtnyl or pyrrolyl; 

is selected from the group consisting of 

15 

(a)NH. (b) 
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(m) (n) .(CH2)mNR7., 




5 (O) (P) .SO(CH2)mNR7-. 



10 
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wherein: 

R7, rb and are selected from hydrogen, Ci^ikyL phenyl or 
benzyl; 

m is an integer selected from the group consisting of 0, 1 » 2, 3, 4, 5 
5 or 6; 

n is an integer selected from the group consisting of 0 or 1 ; 
R3 is a Ci^lkylene chain optionally mono- or disubstituted independently 
with hydrogen, Ci-eatkyl, hydroxy, Ci^lkoxy, fluoro, phenyl or substituted phenyl 
10 substituents; 

R^ is selected from the group consistu^g of hydrogen, amino, mono- or di(Ci. 
6alkyl)amino, phenyl, substituted phenyl, phenyloxy, (substituted phenyl)oxy, 
pyn-olyl, pyrrolyl mono- or disubstituted independently with Ci-salM. -Ci- 
6alkylCOO(Ci.4dlkyl) or Ci^llcylcarbamylCi^lkyl substituents, Oi. 

15 8C^il^lcart>onylamino, 5 or 6 membered saturated heterocycle, (5 or 6 membered 
saturated heterocycie)carbonylamino, substituted 5 or 6 membered saturated 
heterocycle, (substituted 5 or 6 membered saturated heterocycle)Ci^lkenyl, 
(substituted 5 or 6 membered saturated heterocycie)carbonyl, (substituted 5 or 6 
memt>ered saturated heterocycie)Ci^lkylcarbonyl, quinoline, 9 or 10 membered 

20 heterobicycle which is partially aromatic, substituted 9 or 10 membered 
heterobicycle which is partially aromatic or (substituted 9 or 10 memt)ered 
heterobicycle which is partially aromatic)cartx>nyl; 

R^ and R^ are independently selected from the group consisting of hydrogen, 
Ci-eallcyl, hydroxy, Ci^alkoxy or halogen; 

25 substituted phenyl in more detail is phenyl mono-, di- or tri-substituted 

independently with Ci^lkyl, Ci^lkenyl, halo, nitro, amino, hydroxy, oxo, carboxy. 
Ci^lkyt substituted with hydroxy, Ci^alkoxy, Ci-ealkenyloxy. Ci^alkenyloxyCi. 
ealkyi, C-i^lkylcarbonyt, Ci^alkoxycarbonyl, Ci^alkoxycarbonylamino, Ci. 
6aikoxycartx>nylCi^lkoxy, btphenylcarbonylCi^alkoxy, napthylcarbonylCi ^alkoxy. 

30 Ci ^IkoxycarbonylCi ^alkyl, Ci^lkoxycarbonylCi ^Ikylcarbonylam ino, 

aminosulfonyl, suHonylamino, Ci^alkylsulfonylamino, Ci^alkytcarbonylamino, Cv 
ealkylaminosulfonyl, Ci^tkylaminocartx)nyl, aminoCi^alkylaminosulfonyl, 
aminosuHonylCi-ealkylaminosulfonyl, Ci^lkylsulfonylaminoCi^alkyl, Ci. 
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ealkylsulfonylaminoCi^lkylaminosulfonyl. Ca^cycloalkylaminosulfonyl. mono- or 
di(Ci^lkyl)ainino, mono- or di(Ci^lkyl)aminosu»fonyl, mono- or di(Ci. 
6allcyl)aminocart)onylCi^lkoxy,heteroarylaminosulfonyl. 
dioxopyrlmldinylaminosulfonyl, (Ci^lkylcart>onyl)(Ci<alkyl)aminosulfonyl. (Ci. 
6alkoxycarbonyI)(Ci^lkyl)aminosulfonyl. Ci^lkylcaibonylamlno. Ci. 
ealkyteaibonylaminosulfonyl, Ci^lkoxycarbonylCi^alkylamlnosulfonyt. Ci. 
aalkykarbonylamlnoCi.6alkyIaminosulf^^ fluorinated Ci^ealkyl. fluorinatedCi. 

6alkylcart>onylamlrioCi.6alcylamlnosuKonyl.fluorir«tedCi.6alMsulfonate. 
fluorinatedCi^lkylsuHonylamlnoCi^lkylamlnosulfonyl, Ci. 
salkylamlnocarbonylamIrK). Ci.6alkyfamlru)carbonylaminoC,-6alkylaminosulfonyl Ci 
6alkoxycarbonylaminoC,^lkylaminosulfonyl.Ci.6ancylcarbonyl(Ci.6aM^^ 
6alkyl(Ci.6alkyl)amlnosulfonyl.Ci.4alkylcarbonylsulfonylaminoCi- 
6alkylamlnosulfofiylXi^lkylaminocarbonylCi.6alkyl(Ci.6alM)aminosutf^^^ 
fluonnatedC1.4alkylcarbonylsulfonylaminoC1.6alkylaminosulfonyl.C1. 
6alkylamlnocarbonylCi.6alkylamlnosuJfonyl.(Ci.6alkyiaminocarbonyl)(Ci. 
ealkyOmethyteneaminosulfonyl. napthylaminocarbonyiCi.6alkylaminosulfonyl Ci 

6alkylamlnocarbonylCi4MiDcylamino.Ci.€alkylamlnocarbonylCi.8alkylaminw 
mono- or di(C,^lkyl)amlnocarbonylCi.8alkylamlno8ulfonyl. mono- or di(Ci 
6alkyl)aminocafbonylC,^lkyl(Ci.6alkyl)aminosulfonyl. phenyl. phenylCi.6alkyl 
phenylCi^fkoxy. phenylcarbonyl. phenylcarbonylamlno. phenyIC,^lkylcarbonyl. 
phenylCi-ealkylcarbonyiamino. phenylCi.6alkytearbonylaminosulfonyl. phenylCi 
6aikylcart>onylaminoCi.6alkyl. phenylaminosulfonyl, phenylsuIfonylaminoCi.6alkyl 
phenylcarbonylCi.6alkoxy, phenytCi^alkylaminocarbonylaminosulfonyl 

phenylcarbonylamlnoCi^lkylaminosulfonyl.phenylcarbonylsulfonylaminoCi 
ealkylamlnosuHonyl. phenoxy. halophenoxy. halophenylcarbonylC,.6alkoxy. 
halophenylcarbonylamino, phenylCi.6alkylaminosuHonyl. 
phenylaminocarbonylamino. phenylaminocarbonylaminosulfonyl. phenylCi. 
ealkylamlnocarbonylaminosulfonyl. phenylcarbonylamlnosulfonyl, Ci. 
ealkylphenylcarbonyfammosulfonyl. phenylCi.6alkoxycarbonylC,!6alkyl. thiadiazolyl 
5. 6 or 7 membered saturated heterocycle. substituted 5. 6 or 7 membered saturated 
helerocycle. (5. 6 or 7 membered saturated heterocycle)carbonyl (5 6 or 7 
membered saturated heterocycle)sulfonyl. (substrtuted 5. 6 or 7 membered saturated 
heterpcycle)Ci^alkyl. (subsUtuted 5. 6 or 7 membered saturated 
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hetero^cte)cart)onyl, (substituted 5, 6 or 7 membered saturated 

heterocycle)suHonyl, (substituted 5, 6 or 7 membered saturated 

heterocycle)aminosuHonyl, heteroaryl, heteroarylaminosulfonyl, substituted 

heteroaryl. (substituted heteroaryl)amino sulfonyl, carbamyl, carbamylamino. 
5 carbamylCi^lkylamino. carbamylCi-eaDcyla'^'nosuHonyl. 

(carbamyl)(phenyi)methyleneaminosuH6nyl. 

(carbamyl)(benzyOmethyleneaminosulfbnyl, (carbamyi)(Ci. 

6alkyl)methyleneamlnosuHonyl.cart)amylCi^llcyl(Ci^kyl)aminosuHonyl, 

carbamylCi^ikyiaininosulfonyl, carbamylamlnoCi^alkylamlnosutfonyl, carbamyl(5, 
10 6 or 7 membered saturated helerocycte), azaindolylCi^lkyla"»'"osuHor>yl, cyano or 

carboxyCi^lkoxy substituents; 

5, 6 or 7 membered saturated heterocycle in more detail is a 5, 6 or 7 

membered saturated heterocycle Interrupted by 1, 2, 3, or 4 N or O heteroatoms. 

with the proviso that any two O atoms are not bonded to each other; 
15 substituted 5. 6 or 7 membered saturated heterocycle in more detail is a 5, 6 

or 7 membered saturated heterocycle mono-, dl-. or trisubstltuted independently with 

hydroxy, oxo. Ci^lkyl. Ci^alkoxy. carbamyl, acetyl, amino. Ci^lkylsulfonyl. 

-COO(Ci.4alkyl). benzyl or Ci^lkylcarbonyl substituents; 

9 or 10 membered heterobicycle which is partially aromatic In more detail Is a 
20 heterobicycle interrupted by 1 , 2, 3, or 4 N heteroatoms. 

substituted 9 or 10 membered heterobicycle which is partially aromatic in 

more detail is a 9 or 10 membered heterobicycle mono-, di-, or trisubstituted 

independently wrth hydroxy, oxo, Ci^alkyl, Ci^alkoxy or amino substituents; 
heteroaryl in more detail is a 5, 6 or 7 membered aromatic ring optionally 
25 interrupted by 1 , 2. 3 or 4 N. S, or O heteroatoms, with the proviso that any two O or 

S atoms are not bonded to each other; 

substituted heteroaryl in more detail Is a 9 or 10 membered heterobicycle 

mono-, di-, or trisubstituted independently with hydroxy, oxo, Ci^lkyl. Ci-ealkoxy or 

amino substituents; 

30 or a pharmaceutlcally acceptable acid-addition or base-addition salt thereof. 
Particular groups of compounds of the fonnula (I) are the foltowing: 
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1. 
2. 

5 3. 
4. 

10 

5. 



R4 is phenyl cfisubstituted with methoxy and arn'mosuHonyl. 
R^is (3-amlnosulfonyt-4-methoxy)phenyl. 



R1 is phenyl or phenyl mono-substituted with fluoro; 



P7 is hydrogen; 

R8 and are hydrogen or methyl; 
n is 1; 

R3 is ethylene; 

R* is phenyl disubstituted with methoxy and aminosulfonyl. 





R2 is 




20 
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6. Is phenyl mono or disubstituted with fluorine* 

Suitable phanmaceutically acceptable salts of the compounds of formula (I) 
include acid addition salts fonmed with acids, ag. hydrochlorides, hydrobromides. 
5 sulfates, alkyi- or arylsulfonates, phosphates, acetates, citrates, succinates, lactates, 
tartrates, fumarates, and maleates; and base salts such as alkali metal salts e.g. 
sodium salts. The solvates may, for example, be hydrates. 

Other salts which are not pharmaceutically acceptable may be useful in the 
preparation of compounds of formula (i) and these form a further aspect of the 
10 invention. 

It Is to be understood that the present invention encompasses the individual 
enanttomers of the compounds represented by formula (1) above as well as wholly or 
partially racemic mixtures thereof. The present invention also covers the individual 
enantiomers of the compounds represented by formula (I) above as mixtures with 
1 5 diastereoisomers thereof In which one or more of the two stereocenters is inverted 

GENERAL CHEMISTRY PROCEDURES 

Compounds of general formula (I) may be prepared by methods known in 
20 the art of organic synthesis, as shown in part by the following processes and 
schemes. For any of these processes and schemes, it may be necessary and/or 
desirable to protect sensitive or reactive groups . Protecting groups are employed 
according to standard methods of organic synthesis (T. W. Green and P. G. M. 
Watts (1 991 ) Protecting G roups in Organic Synthesis. John Wiley & Sons). These 
25 groups are removed at a convenient stage of synthesis using methods known from 
the art. Thus» for example, amino groups may be protected by a group selected 
from aralkyi (e.g. benzyl), acyl, or sulfonyl, e.g. allylsulfonyl, phthalimide, or tosyl; 
subsequent removal of the protecting group being effected when desired by 
hydrolysis or hydrogenolysis as appropriate using standard conditions. Hydroxyl and 
30 cart>oxyl groups may be protected using any conventk)nal hydroxyl or cartx)xyl 
protecting group. Examples of suitable hydroxy! and carboxyl protecting groups 
include groups selected from alkyi, e.g. methyl, tert-butyt, or methoxymethyl, aralkyi, 
e.g. benzyl, diphenylmethyl, or triphenylmethyl, heterocyclic groups such as 
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tetrahydropyranyl. acyl. e.g. acetyl or benzoyl, and silyl groups such as trialkylsilyl, 
e.g. tert-butyldimethylsilyl. The hydroxyl protecting groups may be removed by 
conventional techniques. Thus, for example, alkyi, silyl, acyl, and heterocyclic 
groups may be removed by hydrolysis under acidic or basic conditions. AralkyI 
groups such as triphenylmethyl may similiarly be removed by hydrolysis under acidic 
conditions. AralkyI groups such as benzyl may be cleaved by hydrogenolysis in the 
presence of a Noble metal catalyst such as paHadlum*on-charcoal. Silyl groups may 
also conveniently be removed using a source of fluoride Ions such as tetra-n- 
butylammonium fluoride. 

As used herein the symbols and conventions used in these processes, 
schemes and examples are consistent with those used in the contemporary scientific 
literature, for example, the Journal of the American Chemical Society. Unless 
othenAfise noted, all starting materials were obtained from commercial suppliers and 
used without further purification. Specifically, the following abbreviations may be 
used in the examples and throughout the specification: g (grams); mg (milligrams): L 
(liters); mL (milliliters); psi (pounds per square inch); M (molar); mM (millimolar); i. v. 
(intravenous): Hz (Hertz): mol (moles): RT (room temperature); min (minutes); h 
(hours); m.p. (melting point); TLC (thin layer chromatography): MeOH (methanol); 
TFA (trifluoroacetfc acid); THF (tetrahydrofuran); dimethylsulfoxide (DI\4S0); EtOAc 
(ethyl acetate); dfchloromethane (DCM); dimethylformamide (DMF); 1, 1- 
carbonyldiimidazole (GDI); isobutylchloroformate (IBuCF); N-hydroxysuccinimide 
(HOSu); N-hydroxybenztriazole (HOBT); 1-(3-dimethylaminopropyl)-3- 
ethylcarbodiimide hydrochloride (EDC); bis(2-oxo-3-oxazolidinyl) phosphinic chloride 
(BOP); tert-butyloxycarbonyl (BOC); dicyclohexylcarbodlimide (DCC); 
benzyloxycarbonyl (Cbz). All references to ether are to diethyl ether. Unless 
otherwise indicated, all temperatures are expressed in o C (degrees Centigrade). All 
reactions conducted at room temperature unless otherwise noted. 

The ^ HNMR spectra were recorded on either a Varian VXR-300 or a Varian 
Unity-300 instrument Chemical shifts are expressed in parts per million (ppm, 5 
units). Coupling constants are in units of hertz (Hz). Splitting patterns are 
designated as s, singlet: d, doublet: t, triplet: q, quartet; m, rnultiplet; b, broad. 

Low-resolution mass spectra (MS) were recorded on a JOEL JMS-AX505HA, 
JOEL SX-102 or a SCIEX-APIiii spectrometers. All mass spectra were taken in the 
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positive ion mode under electrospray ionization (ESI), chemical ionization (CI), 
electron impact (El) or by fast atom bombardment (FAB) methods. Infrared (IR) 
spectra were obtained on a Nicolet 510 FT-IR spectrometer using a l-mm NaCI cell. 
Rotations were recorded on a Perkin-Elmer 241 polarimeter. All reactions were 
5 monitored by thin-layer chromatography on 0.25 mm E. Merck silica gel plates (60F* 
254), visualized with UV light, 7% ethanolic phosphomolylxiic acid, p-anlsldehyde 
solution or iodine. Flash column chromatography was performed on silica gel (230- 
400 mesh, Merck). 

Products were purified by preparative reversed phase high pressure liquid 

10 chromatography (RP-HPLC) using a Waters Model 3000 Delta Prep equipped with a 
Delta-pak radial compression cartridge (Cis, 300 A, 15m, 47 mm X 300 mm). Linear 
gradients were used in all cases and the flow rate was approximately 100 mL/minute 
(to = 5.0 min.). All solvents contained 0.1% TFA. Analytical purity was assessed by 
RP-HPLC using a Waters 600E system equipped with a Waters 990 diode array 

1 5 spectrometer (X range 200-400 nM). The stationary phase was a Vydac Cis column 
(5ji, 4.6 mm X 250 mm). The flow rate was 1.0 to 1.5 ml/min. (to = 2.8 or 3.0 min.) 
and the solvent systems were as described above. Data reported as tr, retention 
time in minutes (% acetonitrile over time). 

PG represents a suitable protecting group, examples of which, and means for 

20 the use and removal of which can be found In Protective Groups In Organic 

Synthesis, supra. LG represents a suitable leaving group, such as CI, Br, mesylate 
or tosylate. 
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For the following Schemes 1-3 and Processes A-B; Ri, R2, R3 R4, r5 r6 
P7, R®, m and n are defined as for formula (I) above. 



R' 




1) NaHSQ3 

2) DMF ^Jl^ Poa, 



3) 100<C ^ 



X. 





— Cti + 




(la) 



Scheme g 



10 



R% + X— (R\ R* 

(2a) 



HR2— (R3)„ R4 

(2b) 



V\ft>erein X is chlorine, bromine or iodine; 
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Process A 



According to Process A, certain compounds of formula (I) may be 
10 prepared by the reaction of a compound of formula (la), prepared as seen in 
Scheme 1, with a base of formula (2b)» prepared as seen in Scheme 2: 




An excess of a second base such as potassium cart)onate, triethylamine. 
15 sodium hydride or Hunig*s base may be employed to drive the reaction to 

completion. The reactions may be run in a solvent like tetrahydrofuran, dioxane, 
ethanol or acetonitrile at elevated temperatures. Compounds of formula (I) may be 
converted to an appropriate salt fomi. 
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Process B 



According to Process B, certain compounds of fonnula (I) may be prepared by 
the reaction of a compound of fonnula (3a), prepared as seen in Scheme 3. with 
halogen of formula (2a): 





0) 



X— (R\ R* 

(2a) 



(3a) 

Wherein X is chlorine, bromine or iodine. An excess of a second base such 
as potassium carbonate, triethylamine or Hunig's base may be added to drive the 
reaction to completion. When X Is chlorine or bromine, then sodium iodide may be 
added to generate the iodide in sHu. The reactions may be run in a solvent such as 
tetrahydrofuran. dioxane. ethanol or acetonitriie at elevated temperatures. These 
products may be converted to an appropriate salt form. 



Pharmacology 



The efficacy of compounds of the present invention can be evaluated and 
measured using pharmacological methods known in the art or as described in detail 
below based on similarly established methodologies. 
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1. HUMAN nt.1B. ft.lC ANn nr.in RECEPTOR BINDING ARRAYS 
REFERENCES: 

5 1. Cheng, Y.C. and Prusoff, W.H. Relationship between the inhibition constant 

(Ki) and the concentration of inhibitor which causes 50% inhibition of an 
enzymatic reaction. Biochem. Pharmacol. 22:3099-3108 (1973). 

2. Lutz. M.W.. Goetz. A.S.. Morgan, P.H. and RimeleT.J. Statistical and 
1 0 graphical methods for analysis of radioligand binding experiments: 

Development of a RS/1 based tool palette. Proc. of BEN worldwide user 
meeting, p. 26 (1991). 

METHOD: 

1 5 Binding studies were perfomned in 96 well microtiter plates incubated at 25 

degrees C for 90 min. Incubations (222 ul) contained 0.5 ug of protein, in a 
buffer consisting of 25 mM PIPES, 150 mM NaCI, 5 mM MgCfe, 1 mM EDTA, 
pH 7.5 (assay buffer), approximately 75.000 cpm (70 pM) of [125I]I-HEAT. 
and displacing ligands or vehicle (3.0 % DMSO/25 mM HOAc in H20, 0.3 

20 %/2.5 mM final concentration in assay) as appropriate. The reaction was 

terminated by rapid vacuum filtration throu^ GF/B glass fiber filters, 
presoaked in 0.1% BSA for 30 min., using a Brandel cell harvester. The filters 
were washed with approximately 4 ml ice cold 25 mM Tris-HCL, pH = 7.4 
buffer. Retained radioactivity was determined by gamma counting in a LKB 

25 gamma counter. Nonspecific binding was determined in the presence of 100 

uM phentolamine and was usually <= 15% of total binding. 

MATERIALS: 



30 



CELL CULTURE: 

Rat-1 fibroblast cells expressing adrenergic receptor subtype were developed 
at Glaxo. Dulbecco's Modified Eagles Medium (D-MEM). trypsin-EDTA. 



GI2019 



-22- 



penicillin/streptomycin, geneticin were purchased from Gibco (Grand Island. 
N.Y.). Fetal bovine serum was purchased from Hydone (Logan. Utah). 

COMPOUNDS- 

Phentolamine, albumin, bovine fraction V, were purchased from Sigma (St. 
Louis, MO); S-CHa-urapidil was purchased from Research Biochemicals 
Incorporated (Natick. MA) 

RADIOLIfiAKin. 

[125I]I-HEAT. specific activity 2200 Ci/mmoi was purchased from New 
England Nuclear (Wilmington. DE). 

PROCEDURE: 

PREPARATION OF THP TF.qT rOMPQ^ 

1. Dissolve compound in distilled water or dimethylsulfoxide according to 
solubility. 

2. When a solvent is used, estimate the solvent effects on binding. Use a 
concentration that does not affect binding. 

PREPARATION OF CFIt MFM^R^i^p 

1. Adherent rat-1 fibroblast cells expressing Alpha-1 adrenergic receptors 
were grown to 80-95% confluency in roller bottles, in D-MEM 
supplemented with 5% fetal bovine serum, penicillin/streptomycin (10 
unit/1 0 ug/ml) and geneticin (500 ug/ml). 

2. Cells were removed from flasks using trypsin/EDTA. washed in pbs, 
pelleted, washed and quick frozen on dry ice/EtOH. Cells were stored in 
-80 degrees C until needed. 

•The following procedures were performed at 4 degrees C unless othenwise 
staled. 
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3. Frozen aliquots of cells were thawed at room temperature and suspended 
50 mM Tris-HCL, 250 mM sucrose buffer, pH = 7.4. containing: 1 ug/ml 
aprotinin, 17 ug/ml PMSF, 20 ug/ml bacitracin. 1 mM benzamidine, 10 
ug/ml ieupeptin and 10 ug/ml pepstatin A. 

4. The cells were disnjpted using a Tekmar tissuemizer. setting 5 for 30 
seconds, then homogenized in a dounce homogenizer by 10 strokes with a 
tight fitting pestle. 

5. The homogenate was centrifuged at 100,000 x g for 30 min. (Sorvall 
F2a/36 rotor. 28,000 RPM). 



6. The resulting pellet was resuspended in centrifugation buffer (10 mM Tris- 
1 5 HCI, pH 7.4), homogenized and centrifuged as previously described. 

7. The pellets were collected, suspended in oentrifugatton buffer and protein 
concentratton was detemnined by BIO-RAD. Bovine semm albumin was 
used as the standard. 



8. Alkiuots were stored at -80 degrees C until assayed. Binding was stable for 
at least 6 months under these storage conditions. 



PFRFORMING THE EXPERIMENT 
25 1 . Binding studies were performed in 96 well mrcrotiter plate at 25 degrees C 

incubated for 90 min. 
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2. Incubations (222 ul) contained 0.5 ug of protein, in a buffer consisting of 25 
mM PIPES. 150 mM NaCI. 10 mM MgCfe, 1 mM EDTA, pH 7.5 (assay 
buffer). 
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3. Approximately 75,000 cpm (70 pM) of [125I]NHEAT, and displacing tigands 
or vehicie (3,0 % DMSO/25 mM HOAc in H20. 0.3 %/2.5 mM final 
concentration in assay) as appropriate. 

4. The reaction was terminated by rapid vacuum filtration through GF/B glass 
fiber filters, presoaked in 0.1% BSA for 30 min., using a Brandel cell 
harvester. 

5. The filters were washed with approximately 4 ml ice cold 25 mM Tris-HCL, 
pH = 7.4 buffer and punched into tubes. 

DATA COLLECTION AND ANALYSIS: 

COLLECTING THE DATA 

Retained radioactivity (in filter) was determined by gamma scintillation 
counting as total binding. Specific binding is determined by subtracting the 
non-specific binding from the total binding and subsequently processed by 
RADUG. 

CALCULATIMf^THPPKt 

The IC50 represents the concentration of inhibitor giving 50% decrease of 
binding relative to control. Kl values were calculated by the method of Cheng 
and Prusoff. (1) The pKi is the -log of the Ki (inhibition constant). The Ki is 
also termed a compound's affinity for the receptor. 

1. Competition curves were fit to models of ligand binding to single and 
multiple receptor sites implemented in the RS/1 (BNN Software Products, 
Cambridge MA, version 4.2) statistical analysis program called RADLIG.(2) 

2. A partial F-test was used to discriminate between one and two site models. 

3. The Ki is calculated from the fit of the cun^e to a single receptor site if the 
Hill coefficient (N) is not statistically different from unity (constrained 
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model). If the Hill coefficient is greater than unity, the Ki is calculated from 
the fit of the curve to the unconstrained model. If the Hill coefficient is less 
than unity and a multiple receptor site model is a significantly better fit, the 
Ki IS calculated from the fit of the curve to a multiple receptor site and 
5 multiple Kis are calculated. 

Table 1: Relative Functional Receptor Binding Activity 

Example 

10 Number Human a-1B Human a-1C Human a-1D 
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96 + + + 

97 + ' ++ + 

2. TISSUE ASSAYS 
A. CANINE URETHRAL-PROSTATE PRESSURE 
PURPOSE: 

To evaluate the ability of compounds to affect urethrahprostate pressure 
(contractility) while assessing their cardiovascular effects simultaneously. 

METHOD: 

Using hypogastric nerve stimulation (NS) and the a-1 agonist phenylephrine 
(or other receptor agonists, as appropriate) the responses of urethral 
pressures and systemic blood pressure are recorded. The tests compounds 
are then given in a log dose infusion. The inhibition of the NS response within 
the prostate as well as the systemic phenylephrine response on blood 
pressure is measured to assess the uro-setectivity of the compound in the 
anesthetized dog. 

INTERPRETATION: 

Interesting compounds are those that express uro-selectivlty with a ratio of 
>100 for the urethral pressure vs diastolic blood pressure comparisons 
(BP/US). 

DETAILED DESCRIPTION: 

MATERIALS: 



SPECIES: 
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Maie mongrel dogs (10-20 kg) 
ANESTHESIA: 

5 

1 . Nembutal (pentobarbital sodium) 50 mg/ml, Abbott Laboratories. 

2. Barbital (sodium salt) No. B-0500. Sigma Ctiemlcals. 
10 LABORATORY CHEMICALS AND SOLUTIONS 

Phenylephrine Hydrochloride Injection (1%), Schein. 

Compound Vehicle Solution 
15 0.05N HCL in distilled water. 

Bladder Perfusion Solution 

Sodium Chloride 0.9% (L8000). Kendall McGraw Labs. 

20 iV Flush Solution 

Isotonic Saline (Cat B3158-1). Baxter Health Care. 

Heparin Sodium 

1000 u/ml. Elkins Sinn Inc. 

25 

GENERAL LABORATORY EQUIPMENT: 

Urethral Catheter Size 8 Fr x 16" HRI 8890 70081 1, Sovereign. 
30 Harvard Ventilator Model 613. Harvard Apparatus. 

IL 1306 Blood Gas Analyzer. Instrumentation Laboratories. 
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Surgistat Model B Electro cautery. ValleyLabs. 

Model K20 Heating pad. Baxter Health Care. 

Grass Stimulator Model S88E 

Harvard Dastre Electrode # 50-6873 
RECORDING EQUIPMENT: 

Gould 3800S Physiograph 

Micron Model MP15D Transducer 

Modular Instruments Inc. On-line data acquisition system 
PROCEDURE: 

PREPARATION OF THE TEST COMPOUND: 

1 . Dissolve compound in a 0.05N HCL (50 ml of 1 N of HCL in 1 L of 
distilled water). 

2. Depending on drug solubility addition of heat may be necessary (temp 
as high as 60^ 0). 

3. All doses are to t>e given on a ug/kg (salt) dose. 
PREPARATION OF ALPHA AGONIST: 

1 . Phenylephrine 1% solution (lOmg/ml). 1 ml to 250 ml of isotonic saline 
(40 ug/ml), bolus dose 10 ug/kg (salt). 
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PREPARATION OF THE ANESTHETIZED DOG: 

1 . Animals are given a combination of Na-pentobarbital (1 5 mg/kg) and 
Na-barbitai (300 mg/kg) IV. intubated with a cuffed endotracheal tube 
and placed on a ventilator (Han/ard Apparatus, model 613, South 
Nattek, MA with room air.) 

2. Ventilation parameters are adjusted to maintain nonnal arterial btood 
gases. Standard settings are 12-24 respirations per minute and tkfei 
volumes of 12-15 ml per kg. 

3. A continuous infusion of pentobarbital is maintained throughout the 
duration of the experiment (3 mg/kg/hr). 

4. Rectal temperature is monitored and maintained at 37-39° C with a 
heating pad. 

5. The femoral artery and vein are cannulated for btood pressure 
monitoring and infusion of drugs are anesthesia. The cephalic vein 
which is used for initial anesthesia induction is now used for the 
phenylephrine IV bolus injection. 

ATTACHING THE ELECTRODE AND INSERTING THE CATHETER 

1. A midline laparotomy is used to open the abdomen, and the 
hypogastric nerves are isolated from surrounding tissue and sectioned 
approximately 1 cm distal to the inferior mesenteric ganglion. 

2. A bipolar electrode is then attached to the distal end of the ligated 
nerve. Using the same incision the bladder, prostate and the urethra 
are identified. The bladder is incised in the dome and two catheters 
are inserted through the bladder. One catheter is used for urine 
drainage and the other inserted antegrade into the prostatic urethra. 
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One suture is tied around the urethra distal to the prostate and another 
ligature secured proximally, around the bladder neck without occluding 
the ureters. A third suture is placed around both catheters at the 
bladder dome to stabilize preparation and allow urine to t>e collected 
externally. 

3. The baseline pressure within the prostate is then adjusted to a level of 
15 to 20 mmHg by addition of normal saline Into the catheter. All 
incisions are then closed. The effects of eHher nerve stimulation (NS) 
or IV phenylephrine can be evaluated. 

PERFORMING THE EXPERIMENT: 

1 . After a control period of at least 30 minutes and establishment of stable 
baselines of urethral and blood pressure are observed, the control 
responses to NS or phenylephrine bolus are recorded. 

2. A hypogastric nerve stimulation of 16 Hertz. 10 Volts. 1 0 msec pulse 
width and 10 sec train duration are given and changes in urethral 
pressures are recorded. 

3. At a time point 5 minutes post NS a phenylephrine bolus (10 ug/kg) is 
given into the cephalic vein and changes in blood pressure ate 
recorded. At least two NS and phenylephrine injections are perfonned 
and evaluated for their consistency, the second consistent stimulation 
is picked for the baseline value response. 

4. The test compound is then administered in a cumulative log dose 
infusion in the femoral vein (0.1 ml/kg/min) over 5 min. Doses of 
antagonist and dual stimulations are alternated at 10 and 15-min 
inten/als untfl the highest dose of the antagonist is administered, 
usually 0.3-1.0 mg/kg. The effect of the antagonist on both the 
baseline systemic and urethral pressures as well as the % inhibition of 
the NS and phenylephrine responses is recorded. 
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DATA COLLECTION AND ANALYSIS: 

The data is collected in three forms, raw data sheets, polygraph recording 
paper and on-line data acquisition system files. The pressure determinations 
are made from the graphics mode created from the Modular Instruments 
computer system. This method allows more piecise measurements to be 
made because of the faster sampling times of the pressure curves. The data 
is then transferred to RSI tables and graphs. The determination of the 
urethral and blood pressure values are calculated from a RSI program for 
best curve fitting. From these curves the following measures are calculated: 

UP ED50 (ugAtg): The dose of the test compound (salt) which produces 50% 
inhibition of the NS (nerve stimulation) response on urethral pressure. 

BP ED50 (ug/kg): The dose of the test compound (salt) which produces 50% 
Inhibition of the agonist response on diastolic blood pressure. 

BPAJP: The ratio of the BP ED50 to the UP ED50. 

DBP-ED25 (ug/kg): The dose of the test compound (salt) which produces 
25% Inhibition of the agonist response on diastolic blood pressure. 

UP-ED80 (ug/kg): The dose of the test compound (salt) which produces 80% 
inhibition of the NS (serve stimulation) response on urethral pressure. 

%1-DBP: The percent inhibition of the diastolic btood pressure at the dose 
producing 80% Inhibition of urethral pressure. 



%Dec BP: The percent decrease of diastolic blood pressure at the dose 
producing 80% inhibition of the urethral pressure. 
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ED20BP (ug/kg): The dose of the test compound (salt) that decreases the 
diastolic blood pressure 20 mmHg from the baseline value. 



While it is possible that, for use in therapy, a compound of the invention 
may be administered as the rav^ chemicai it is possible to present the active 
Ingredient as a pharmaceutical fomiulation. The Invention thus further provides a 
pharmaceutical formulation comprising a compound of fonnula (I) or a 
physiologically acceptable salt or solvate thereof together with one or more 
phamiaceutically acceptable can'iers or excipients. The carrier(s) or excipient(s) 
must be acceptable in the sense of being compatable with the other Ingredients 
of the fomiulation and not deleterious to the recipient thereof. According to 
another aspect of the invention, there is provided a process for the preparation of 
a phamiaceutical fomiulation comprising admixing a compound of fomiula (I) or a 
pham>aceutically acceptable salt or solvate thereof with one of more 
pharmaceutically acceptable carriers or excipients. 

Compounds of fonnula (I) and physiologically acceptable salts and 
solvates thereof may be formulated for administration by any route, and the 
appropnate route will depend on the disease being treated. Suitable 
pham,aceutical fomiulatlons include those for oral, rectal, nasal, topical (including 
buccal and sublingual), vaginal or parental (including intramuscular sub- 
cutaneous, intravenous, and directly into the affected tissue) administration or in 
a fom. suitable for administration by inhalation or insufflation. The fomiulations 
may. where appropriate, be conveniently presented in discrete dosage units and 
may be prepared by any of the methods well Icnown in the art of pharmacy All 
methods include the step of bringing into association the active compound with 
liquid carriers or finely divided solid earners or both and then, if necessary 
shaping the product into the desired fonnulation. 

Phamiaceutical formulations suitable for oral administration may 
conveniently be presented as discrete units such as capsules, cachets, or tablets 
each containing a predetemiined amount of the active ingredient; as a powder or 
granules; as a solution, a suspension or as an emulsion. The active ingredient 
may also be presented as a bolus, electuary, or paste. Tablets and capsules for 
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oral administration may contain conventional exciptents such as binding agents, 
fillers, lubricants, disintegrants, or wetting agents. The tablets may be coated 
according to methods well known in the art. Timed release formulations which 
are known in the art may also be suitable. Oral liquid preparations may be in the 

5 fomn of, for example, aqueous or oily suspensions, solutions, emulsions, syrups, 
or elixirs, or may be presented as a dry product for constitution with water or 
other suitable vehicle before use. Such liquid preparations may contain 
conventional additives such as suspending agents, non*aqueous vehicles (which 
may include edible oils), or presen^tives* 

10 The compounds according to the inventton may also be fonmulated for 

parental administratton (e.g. by injection, for example bolus injectton or 
continuous Infuston) and may be presented in unit dose fonm in ampules, pre- 
fiiied syringes, small volume infusion or in muti*dose containers with an added 
preservative. The compositions may take such forms as suspensions, solutions, 

15 or emulsions in oily or aqueous vehicles, and may contain formulatory agents 
such as suspending, stabilizing, and/or dispersing agents. Alternatively, the 
active ingredient may be In powder form, obtained by asceptic isolation of sterile 
solid or by lyophilization from solution, for constitution with a suitable vehicle, e.g. 
sterile, pyrogen free water, before use. 

20 For topfeal administration to the epidemnis the compounds according to 

the invention may be fomiulated as ointments, creams or lotions, or as a 
transdermal patch. Ointments and creams may, for example, be formulated with 
an aqueous or oily base with the addition of suitable thickening and/or gelling 
agents. Lotions may be formulated with an aqueous or oily base and will in 

25 general also contain one or more emulsifying agents, stabilizing agents, 

suspending agents, thickening agents, or coloring agents. Formulations suitable 
for topical administration in the mouth include lozenges comprising active 
ingredient in a flavored base, usually sucrose and acacia or tragacanth; pastilles 
comprising the active Ingredient in an inert base such as gelatin and glycerin or 

30 sucrose and acacia; and mouth washes comprising the active ingredient in a 
suitable liquid canier. For topical administration to the eye, the compounds 
according to the invention may be made up in a solution or suspension in a 
suitable sterile aqueous or non-aqueous vehicle. Additives such as buffers (e.g. 
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sodium metablsulphite or disodium edeate) and thickening agents such as 
hypromeliose may also be included. 

Pharmaceutical formulations suitable for rectal administration wherein 
the carrier Is a solid are possibly presented as unit dose suppositories. Suitable 
earners include cocoa butter and other materials commonly used in the art and 
the suppositories may be conveniently tomed by admixture of the active ' 
compound with the softened or melted carrier(s) foliowed by chilling and shaping 
In moulds. " 

Fomiulations suitable for vaginal administration may be presented as 
pessanes. tampons, creams, gels, pastes, foams, or sprays containing in addition 
to the active ingredient such carriers as are known in the art to be appropriate. 

For intra-nasal administration the compounds of the invention may be 
used as a lk]uid spray or dispersible powder or in the form of drops. Drops may 
be formulated with an aqueous or non-aqueous base also comprising one or 
more dispersing agents, solubilizing agents, or suspending agents. Uquid sprays 
are conveniently delivered from pressurized packs. 

For admlnistratkNi by inhalation the compounds according to the 
invention are conveniently delivered from an insufflator, nebulizer or a 
pressurized pack or other convenient means of delivering the aerosol spray. 
Pressurized packs may comprise a suitable propellant such as 
dichtorodifluoromelhane. trichlorofluoromethane. dichlorotetrafluoroethane 
cart>on dioxide or other suitable gas. In the case of a pressurized aerosol ihe 
dosage unit may be detemiined by providing a valve to deliver a metered 
amount. 

Alternatively, for administration by inhalation or insufflation the 
compounds according to the invention may take the fonn of a dry powder 
composition, for example a powder mix of the compound and a suitable powder 
base such as lactose or starch. The powder composition may be presented in 
unit dosage form m. for example, capsules or cartrkjges or e.g. gelatin of blister 
packs from which the powder may be administered with the akJ of an inhalator or 
insufflator. 

When desired the above described formulations adapted to give 
sustairied release of the active ingredient may be employed. 



GI2019 



•37- 

/ 

The compounds and pharmaceutical compositions of the invention may 
also be used in combination with other therapeutic agents, for example 
antiinfectlve agents such as bactericidal or fungicidal agents, antiinflammatory 
agents or anticancer agents. In particular testosterone 5a-reductase inhibitors or 
5 dopamine D2 antagonists in combination with compounds and pharmaceutical 
compositions of the present Invention may be used. 

The combinations referred to above may conveniently be presented for 
use in the form of a pharmaceutical formulation and thus pharmaceutical 
formulations comprising a combination as defined above together with a 

10 pharmaceutically acceptable earner thereof comprise a further aspect of the 

invention. The individual components of such combinations may be administered 
either sequentially or simultaneously in separate or combined pharmaceutical 
fomiulations. Appropriate doses of known therapeutic agents will be readily 
appreciated by those skilled in the art. 

15 The amount of a compound of the invention required for use in 

treatment will of course vary not only with the particular compound selected but 
also with the route of administration, the nature of the condition being treated and 
the age and condition of the patient and will be ultimately at the discretion of the 
attendant physician. In general, however, a suitable dose will be in the range of 

20 from about 0.1 to 300 mg/kg of bodyweight per day, particularly from about 1 to 
100 mg/kg of bodyweight per day. An appropriate dosage unit involved in oral 
administration may generally contain from about 1 to 250 mg, particularly from 
about 25 to 250 mg, of a compound of formula (I). The dosage employed for the 
topical administration will, of course, depend on the size of the area being 

25 treated. For the eyes each dose will t>e typically in the range of from 10 to 100 
mg of the compound of formula (I). 

For use in the treatment of a-1C related disorders, in particular benign 
prostatic hyperplasia, the compounds of the invention can be administered by 
any of the aforementtoned routes, particularly by the oral route or by injection. 

30 The daily dosage for a 70 kg mammal will be in the range of about 5 mg to 5 g of 
a compound of fonnuta (I). 
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EXAMPLES 

The following examples illustrate aspects of this invention but should not be 
construed as limitations thereto. 

Intermediate 1 
441.41Dia7ftnan.1.vi.g.nhonyL/H,lnnrf^||nf^ 

A solution of 4-chloro.2.pheny|.quina20line (5.00 g. 20.77 mmol) In 
tetrahydrofuran (100 ml) is added to a solution of homoplperazine (10.40 g. 103 87 
mmol) in tetrahydrofuran (108 ml) and the solution is heated at reflux for 17 h The 
solution is concentrated, saturated sodium carbonate is added, and the mixture Is 
extracted with ethyl acetate. The combined organic layers are dried with 
magnesium sulfate and concentrated. The residue Is purified by silica gel 
chromatography using methanolrethyl acetate (1:7) containing 1% ammonium 
hydroxide as eluant to give the title compound (6.21 g): 

1H NMR (CDCb) 88.54-8.49 (m. 2H). 7.94-7.89 (m. 2H). 7.64 (dt. 1H. J= 7 1 Hz) 
7.49-7.40 (m. 3H). 7.32-7.27 (m. 1H). 4.06-4.02 (m. 4H). 3.19 (dt. 2H. 7= 5.'3 Hz) ' 
2.93 (t. 2H. J= 6 Hz). 2.10-2.03 (m. 2H). 1.79 (s. 1H): 
FAB MS m/z found 305 (MH*). 

intermediate 2 

1-(2-PhenYl-guinazQlin-4-vh-DiDeririinwi.yf.prT^ f n f 

A.(1-BenzYl-nlnpri(iin-4-viw?-phftnyUq..jnnr oiin.4.vh.am ' n ft 

Synthesized In a manner similar to intermediate 1. using 4-Chloro-2-pheny|. 
quinazoline (5.00 g. 20.77 mmol) and 4.amino-1-benzyl-piperidine (7 91 g 4i 55 
mmol) to give (1-Benzy|.piperidin-4.yl).(2-phenylKiuinazolin-4.yl)-amine (8 08 g)- 
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1H NMR (CDCI3) 58.52 (dd. 2H. J= 8. 2 Hz), 7.90 (d, 1H. J= 8 Hz). 7.73-7.64 (m. 
2H). 7.51-7.26 (m, 9H). 5.54 (d, 1H. J= 7 Hz). 4.46-4.41 (m. 1H). 3.57 (s. 2H). 2.93 
(d, 2H. J= 12 Hz). 2.33-2.21 (m. 4H). 1.73-1.65 (m. 2H): 
FAB MS m/i found 395 (MH^). 

5 

B. rg-Phenyl.auinazolin-4-vlVpiperidin^.vl-amine 

Ammonium fomtate (6.46 g, 102.40 mmol) is added to a solution of (1 -benzyl- 
piperidln-4-yl)-(2-phenyl-quinazolin-4-yt)-amine (8.08 g, 20.48 mmol). prepared as in 

10 Part A, in methanol (102 ml) under argon. Then. 10% palladium on cartmn (2.02 g, 
25wt%) is added and the solution is heated at reflux for 20 h. The solution is purged 
with nitrogen, filtered through CeliteO*. and concentrated. The residue is purified by 
silica gel chromatography using methanohethyt acetate (3:2) containing 1% 
ammonium hydroxide as eluant to give the title compound (5.73 g): 

15 IH NMR (CD3OD) 8 8.40-8.35 (m, 2H), 8.11 (dd, 1H, J= 8, 1 Hz), 7.78 (d, 1H, J= 8 
Hz). 7.70 (dt, 1H. J= 7. 1 Hz), 7.48-7.38 (m, 4H), 4.52-4.44 (m. 1H). 3.11 (d, 2H, J- 
13 Hz), 2.75 (dt, 2H, J= 13, 2 Hz), 2.12 (dd, 2H, J= 12. 2), 1.61 (dq, 2H. J=12, 4 
Hz); 

FAB MS found 305 (MH*). 

20 

Intermediate 3 

4-f3-Methyl-piP6razin-1-vn-2-tihenvl-Quinazoline 

25 Synthesized in a manner similar to Intermediate 1 , using 4-Chloro-2-phenyl- 

quinazoline (5.00 g, 20.77 mmol) and 2-methyl-piperazine (10.40 g, 103.87 mmol) to 
give the title compound (6.15 g): 

IH NMR (CDCI3) 88.55-8.52 (m, 2H), 7.93 (d. 1H, J = 8 Hz). 7.81 (d, 1H, J= 8 Hz). 
7.66 (dt. 1H. Js 7. 1Hz). 7.50-7.40 (m. 3H). 7.34 (dt. 1H. J» 7. 1 Hz). 4.31-4.23 (m. 
30 2H). 3.25-3.12 (m, IN). 3.08-3.00 (m, 3H). 2.84 (dd. 1H. J= 13. 10 Hz). 1.84 (s. 1H), 
1.10(d.3H. J=6.4 Hz): 
FAB MS /n/z found 305 (MH*). 
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Intermediate 4 

^f2-f3-Amino-niDeridin-i-vt>.ftfhvti.g.mpthnyY. ben?enPQ,.Hr>n Bmirtft 

5 Sodium iodide (1 .08 g. 7.22 mmol) is added to 3-amino-piperidine 

dihydfochloride (1.25 g. 7.22 mmol) in 1,4Kiioxane (36 ml). Then. N.N-di-/so. 
propylethyl amine (5.05 ml. 28.89 mmol) is added to the mixture. Finally. 5.(2- 
chloro-ethyl)-2Hnethoxy.ben2enesulfonamide (1.80 g. 7.22 mmol) is added to the 
mixture and it is heated at reflux for 14 h. The reaction is cooled and concentrated. 
10 The residue is purified by silica gel chromatography using methanotethyl acetate 
(3:2) containing 1% ammonium hydroxide as eluant to give the title compound 
(790.9 mg): 

1H NMR (CD3OD) 8 7.72 (d. 1H. J= 2 Hz). 7.47 (dd. 1H. J. 9. 2 Hz). 7.14 (d. 1H J 
= 9 Hz). 3.44-3.40 (m. 1H). 3.34 (s. 3H), 3.13-3.07 (m, 1H). 2.93-2.82 (m. 4H). 2 65- 
15 2.60 (m. 2H). 2.03-1.85 (m. 2H). 1.77-1.56 (m. 2H). 1.39-1.37 (m. 1H): 
FAB MS m^found 314 (MH+). 

Intermediate 5 

^° 5-f2-f3-AmlnO-ftZePan-1-VlVftthv»-2.nriflthnyY.| ^enzenesiiHnn:,f niTfft 

Sodium iodide (1.31 g. 8.76 mmol) is added to 3.amlno-azepine (1.00 g, 8.76 



mmol. Oguchi. etal, J. AppL Polym. ScL 1984. 29, 4341.) in 1.4.dioxane (44 ml). 
Then, potassium carbonate (1 .21 g. 8.76 mmol) is added to the mixture. Finally. 5- 
(2-chloro-ethyl).2.methoxy-benzenesulfonamide (2.19 g. 8.76 mmol) is added to the 
mixture and it is heated at reflux for 15 h. The reaction is cooled and concentrated. 
The residue is purified by silica gel chromatography using methanol containing 1 % 
ammonium hydroxide as eluant to give the title compound (617.2 mg)- 
1H NMR (CD3OD) 8 7.71 (d. 1H. J= 2 Hz). 7.42 (dd. 1H. J» 8. 2 Hz). 7.11 (d. 1H J 
= 9 Hz). 3.95 (s. 3H). 2.97-2.90 (m. 1H). 2.87-2.64 (m, 7H). 2.52 (dd. 1H, J= 13 7 
Hz). 1.83-1.61 (m. 4H). 1.57-1.43 (m. 2H); 
FAB MS found 328 (MH*). 
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intermediate 6 

■'wnimethyl-pipprazin-l -vlV ft thyiyg-methoxv-benzenesulfonamide 

Synthesized in a manner similar to Intermediate 5, using 2,6-dimethyl- 
piperazine (11.43 g, 100.11 mmol) in 1,4-dioxane{200ml)and 5-(2-chloro-ethyl)-2- 
methoxy-l)enzenesulfonamide (5.00 g. 20.02 mmol) to give the tftle compound (2.58 
9): 

1H NMR (CD3OD) S 7.70 (d. 1H. J= 2 Hz). 7.43 (dd. 1H. J= 9, 2 Hz), 7.11 (d. 1H, J 
= 9 Hz). 3.95 (s. 3H). 3.05-2.94 (m. 4H). 2.80 (dd. 2H. J= 10. 7 Hz). 2.58 (dd. 2H. J 
= 10. 7 Hz). 1.80 (t. 2H. J= 11 Hz). 1.13 (d, 6H, J= 6 Hz): 
FAB MS m/zfound 328 (MH*). 

Intermediate 7 

fi-fp.^^M6thvl-pinftra7in-1-vn-p thyt|.?-methoxv-ben2enesulfonamide 

Sodium iodide (300.1 mg. 2.00 mmol) Is added to 2-methyl-plperazine (10.03 
g. 100.1 1 mmol) in 1.4-dio)cane (200 mQ. Then, potassium carbonate (2.77 g. 20.02 
mmoO is added to the mixture. Finally, 5-(2-chloro-ethyO-2-methoxy- 
t)en2enesulfonamide (5.00 g, 20.02 mmoO is added to the mixture and it is heated at 
reflux for 19 h. The solution is cooled, water is added, and the mixture is extracted 
with ethyl acetate. The combined organic layers are dried with magnesium sulfate 
and concentrated. The residue is purified by silica gel chromatography using 
methanohethyl acetate (3:2) containing 1% ammonium hydroxide as eluant to give 
the title compound (689.2 mg): 

1H NMR (CD3OD & CDCI3) 8 7.69 (s. 1H). 7.39 (d. 1H. J = 9 Hz), 7.06 (d, 1H, J = 8 
Hz). 3.95 (s. 3H). 2.97-2.76 (m. 7H), 2.54 (dd, 2H, 9. 7 Hz). 2.07 (dt, 2H, J = 11. 
4 Hz). 1.76 (t. 1H. J= 11 Hz). 1.05 (d, 3H. J« 6 Hz); 
FAB MS m/z found 31 4 (MH*). 
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tntermediate 8 

1-f2-Phenvl-nilina70lin-4.vn-nippr adin-4-vl.flminft 

5 

A. 1 . 1 -PimgthVl-ftthYl-OXVMfhonvl-f 1 .f2.Dhenvt^iiina ? olin.4.vl\.piporidin.4.vl).flmi^^ 

4-Chloro-2-pheny|.quina20llne (1.20 g, 4.99 mmol) is added to a solution of 4- 
rdJ-dlmethytelhyO-oxycarbonylamlnohpiperidine (1.00 g. 4.99 mmol, Heltsch. H.ef 

10 aU Med. Chem. 1993. 36, 2788.) In tetrahydrofuran (25 ml). Then, iriethylamlne 
(0.70 mi. 4.99 mmol) Is added and the solution is heated at 50*^ for 17 h. The 
solution is concentrated, saturated sodium carbonate Is added, and the mixture is 
extracted with ethyl acetate. The combined organic layers are dried with 
magnesium sulfate and concentrated. The residue is purified by silica gel 

1 5 chromatography using ethyl acetaterhexanes (1 :3) as eluant to give 1 , 1 -dimethyl- 
ethyl-oxycarbonyl-I1.(2.phenyl-quina2olin-4-yl)-plperidin-4-ylhamine (1 .94 g): 
1H NMR (CDCb) 68.54-8.51 (m. 2H). 7.94 (d. 1H. J= 6 Hz). 7.83 (d. 1H. J= 8 Hz). 
7.69 (dt. IN, J= 8, 1 Hz). 7.50-7.44 (m. 3H). 7.38 (t. ^H,J^7 Hz), 4.55 (br d. 1H. j 
* 6 Hz). 4.34 (d. 2H. J= 13 Hz). 3.80-3.79 (m. 1H). 3.30 (t. 2H. J= 12 Hz). 2.12 (dd 

20 2H. J= 13. 3 Hz). 1.64 (dq. 2H. J= 11. 3 Hz). 1.44 (s. 9H): 
FAB MS m/z found 405 (MH*). 



B. 1 -f2-Phenvl.Quina?ofin^.viVninftrariin.4.Yi.nminft 

Trifluoroacetic acidrwateranisole (8:1:1, 24 ml) is added to the 1.1-dimethyl- 
ethyl-oxycarbonyl-I1-(2.phenyl-quinazolin-4.yl)-piperidin-4-yl]-amine (1.94 g. 4.80 
mmol). prepared as In Part A. and the reaction is stirred for 16 h. The solution is 
concentrated, saturated sodium carbonate is added, and the mixture is extracted 
with ethyl acetate. The combined organic layers are dried with magnesium sulfate 
and concentrated. The residue is purified by silica gel chromatography using 
methanokethyl acetate (1:4) containing 1% ammonium hydroxide as eluant to give 
the title compound (1 .44 g): 
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1H NMR (CDCb) 58.51 (cW. 2H. J= 8. 2 Hz), 7.92 (d. 1H. J = 8 Hz). 7.79 (d. 1H. J = 
8 Hz). 7.66 (dt. 1H. J= 8. 1 Hz). 7.49-7.39 (m. 3H). 7.34 (t. 1H. J= 7 Hz). 4.34 (d. 
2H. 13 Hz). 3.23 (s. 2H). 3.16 (t. 2H. J= 14 Hz). 3.03 (p. 1H. J* 4 Hz). 1.98 (d, 
2H. J= 11 Hz). 1.61 (dq. 2H. J= 11. 2 Hz); 
5 FAB MS m/z found 305 (MH*). 

Intermediate 9 
N P.Renzvl.N 2- mPthvl-Pvridine-2.5-diamine 

10 

A Rftn7v»-rs.nitrQ.Dvridin-2.vn-methvl-amine 

N-benzyl-methyl amine (1.53 g. 12.61 mmol) is added to a solution of 5-nitro- 
2-chloro-pyridine (1.00 g. 6.31 mmol) In tetrahydrofuran (3.1 ml) and the solution is 

15 heated at 150°C in a sealed tube for 19 h. The solution is concentrated, saturated 
sodium carbonate is added, and the mixture is extracted with ethyl acetate. The 
combined organic layers are dried with magnesium sulfate and concentrated. The 
residue is purified by silica gel chromatography using ethyl acetate:hexanes (1:4) as 
eiuant to give benzyI-(5-nitro-pyridin-2-yl)-methyl-amlne (1.53 g): 

20 1H NMR (CDCIa) S 9.06 (d, 1H. J« 2 Hz). 8.17 (dd. 1H. J« 9. 3 Hz). 7.35-7.25 (m, 
3H). 7.19 (d. 2H. J= 7 Hz). 6.47 (d. 1H. J« 9 Hz). 4.90 (s. 2H), 3.16 (s. 3H); 
FAB MS m/zfound 244 (MH^). 

B N g-Benzvl-N 2-methvl-Dvridin e-2 5-diamine 

25 

Iron (1.66 g. 29.80 mmol) is added to a solution of benzyl-{5-nitro-pyridin-2- 
yl)-methyl-amine (1.45 g. 5.96 mmol). prepared as in Part A. in ethanol (24 ml). 
Then, concentrated hydrochloric acid (0.99 ml. 1 1.92 mmol) is added and the 
solution is heated at reflux for 3 h. The solution is cooled, filtered, concentrated. 
30 saturated sodium carbonate is added, and the mixture is extracted with ethyl 
acetate. The combined organic layers are dried with magnesium sulfate and 
concentrated. The residue is purified by silica gel chromatography using ethyl 
acetate:hexanes (3:2) as eiuant to give the title compound (1.20 g): 
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NMR (CDCb) 87.77 (d. 1H. J= 3 Hz). 7.30-7.19 (m. 5H). 6.93 (dd. 1H. J = 9, 3 
Hz). 6.40 (d. 1H. J= 9 Hz). 4.67 (s. 2H). 3.16 (br s. 2H). 2.98 (s. 3H): 
FAB MS m/z found 214 (MH^). 

Intermediate 10 
Methvl-r3-f2-Dhenvi.niiinazolin.4-vl\.n roDvn-amine 

A. 2-f2-Phenvt-Qurnazolin.4.vn-malQnfc a^id dibenzvl ester 

Sodium hydride (1.04 g of 60% dispersion, 25.97 mmol) is added to a solution 
of dibenzyl malonate (7.09 g. 24.93 mmol) in tetrahydrofuran (104 ml) at 0**C under 
argon. Tlien. 4-chloro-2-phenyl-quinazolins (5.00 g, 20.77 mmol) is added and the 
solution is heated at reflux for 16 h. The solution is cooled, water is added, and the 
mixture is extracted with ethyl acetate. The combined organic layers are dried with 
magnesium sulfate and concentrated. The residue is purified by silica get 
chromatography using ethyl acetate:hexanes (1:12) as eluant to give 2-(2-phenyi- 
quinazoiin-4-yi)-malonic acid dibenzyl ester (3.45 g): 

1H NMR (CDCb) 58.56-8.54 (m. 2H). 8.19-8.17 (m. 1H). 8.10 (d. 1H. J= 9 Hz). 7.86 
(t, 1H, J = 7 Hz). 7.77 (t. 2H. J = 8 Hz). 7.66-7.56 (m, 3H), 7.50-7.45 (m, 4H). 7.37- 
7.34 (m. 4H). 7.12 (t. 1H. J= 7 Hz). 5.71 (s. 1H). 5.30 (s. 4H): 
FAB MS m/^ found 489 (MH-^). 

B. 2-f2-fBenzvl-methvl-aminol-ethvlV2./2-nhenvl-ouina2olin.4 .vlVmalonicaciri 
dibenzvl ester 

Sodium hydride (163.7 mg of 60% dispersion, 4.09 mmol) is added to a 
solution of 2-(2-phenyl-quinazolin-4-yl)-malonlc acid dibenzyl ester (1.00 g. 2.04 
mmol). prepared as in Part A, in tetrahydrofuran (20 ml) at 0^ under argon. Then. 
benzyl-(2-chloro-ethyl)-methyl-amine hydrochloride (450.6 mg, 2.04 mmol) is added 
and the solution is heated at reflux for 19 h. The solution is cooled, saturated 
sodium carbonate is added, and the mixture is extracted with ethyl acetate. The 
combined organic layers are dried with magnesium sulfate and concentrated. The 
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residue is purified by silica gel chromatography using ethyl acetaterhexanes (3:7) as 
eluant to give 2-I2-(ben2yl-methyl-amlrto)-ethyll-2-(2-phenyl-qulnazolin-4-yl)-malonic 
acid dibenzyl ester (840.7 mg): 

1H NMR (CDCI3) 68.69-8.67 (m, 2H). 8.19 (d, 1H, J= 8 Hz), 7.91-7.82 (m. 2H), 
5 7.61 -7.59 (m. 3H), 7.50-7.49 (m. 1 H). 7.46-7. 1 8 (m. 1 5H). 5.28 (s. 4H). 3.47 (s. 2H). 
3.05 (t, 2H. J= 7 Hz). 2.61 (t. 2H, J= 7 Hz), 2.17 (s. 3H); 
FAB MS m/zfound 636 (MH^). 

CM6thyt-f3-r2-Dhenvl-qulnazolin.4-vlVproDvn-amine 

10 

Ammonium formate (823.8 mg. 13.06 mmol) is added to a solution of 2-12- 
(benzyl-methyl-amlno)-ethyl]-2-(2-phenyl-quinazolin-4-yl)-malonic acid dibenzyl ester 
(830.5 mg, 1.31 mmol), prepared as in Part B, in methanol (13 ml) under argon. 
Then. 10% palladium on carbon (830.5 mg, 100wt%) is added and the solution is 
15 heated at reflux for 42 h. The solution is purged with nitrogen, filtered through 
Celite®, and concentrated. The residue is purified by silica gel chromatography 
using methanokethyt acetate (2:3) containing 1% ammonium hydroxide as eluant to 
give the title compound (93.9 mg): 

1H NMR (CD3OD) 88.52 (m. 2H). 8.17 (d. 1H. J= 8 Hz). 7.98 (d. 1H. J = 8 Hz). 
20 7.86 (t. 1H, J= 8 Hz), 7.59 (t, 1H, J* 8 Hz). 7.49-7.47 (m, 3H). 3.35 (t, 2H. J- 7 Hz), 
2.79 (t. 2H. J = 7 Hz), 2.44 (s, 3H). 2.22-2.16 (m. 2H): 
FAB MS /n/zfound 278 (MH+). 

Intermediate 1 1 

25 

Mfithy|./2-Dhenyl-quina20iin- 4-ylVDyrrQlidin-3-yl-amine 

A. (1 .Benzy|.pyrrolidin-3-yn-meth vl-?2-phenvUouinazQlin-4-vl>-amine 

30 Triethytamine (1 .24 ml, 8.89 mmol) is added to a solution of ( 1 -benzyl- 

pyrrolidin-3-yl)-methyl-amine (423.2 mg. 2.22 mmol. Di Cesare, P.ef al, J. Med. 
Chem. 1992. 35, 4205.) in tetrahydrofuran (22 ml). Then, 4-chloro-2-phenyl- 
quinazoline (535.3 mg. 2.22 mmol) is added to the reaction and the solution is 
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heated at reflux for 17 h. The solution is concentrated, saturated sodium carbonate 
is added, and the mixture is extracted with ethyl acetate. The combined organic 
layers are dried with magnesium sulfate and concentrated The residue is purified 
by silica gel chromatography using ethyl acetate:hexanes (3:7) as eluant to give (1- 
5 benzyl-pyrrolidin-3-yl)-methyi-(2-phenyl-qu!nazolin-4-yl)-amine (863.4 mg): 

1H NMR (CDCb) S8.55 (m. 2H). 7.93 (d. 2H. 8 Hz). 7.68 (t. 1H. 7 Hz). 7.52- 
7.43 (m. 3H). 7.39-7.27 (m, 6H). 5.29 {m, 1H). 3.67 (ABq. 2H. Jab^ 13 Hz. Avab' ■. 
55 Hz). 3.42 (s. 3H). 2.98-2.90 (m. 2H). 2.76 (t. 1H. 9 Hz). 2.47 (t. 2H, Js 7 Hz). 
2.09-2.05 (m. 1H); 
10 FABMS/n/^found395(MH*). 

B. Methyl-f2.phenyl-quina2olin-4-yl)-pyrrolidin.3.yl-amine 

Ammonium formate (673.2 mg. 10.67 mmol) is added to a solution of (1- 
1 5 benzyl-pyrrolidin-3-yl)-methyl-(2-phenyl-quinazolin-4-yl)-amine (842.4 mg. 2. 1 3 
mmol). prepared as in Part A. in methanol (21 ml) under argon. Then. 10% 
paila(fium on carbon (421.2 mg, 50wt%) is added and the solution is heated at reflux 
for 14 h. The solution is purged with nitrogen, filtered through Celite®. and 
concentrated. The residue is purified by silica gel chromatography using 
20 methanolrethyl acetate (1 :9) containing 1% ammonium hydroxide as eluant to give 
the title compound (161.9 mg): 

1 H NMR (CD3OD) 5 8.32 (dd. 2H. J = 6, 2 Hz), 7.99 (d. 1 H. J = 8 Hz), 7.72 (d. 1 H. J 
- 8 Hz). 7.59 (t, 1H, J= 8 Hz), 7.40-7.38 (m. 3H). 7.25 (t. 1H. J = 7 Hz), 3.98-3.93 
(m. 2H), 3.80-3.73 (m, 1H), 3.70-3.65 (m. 1H). 3.28-3.22 (m. 1H). 2.37 (s, 3H), 2.15- 
25 2.06 (m. 1 H). 1 .87-1 .80 (m. 1 H); 
FAB MS found 305 (MH*). 

Intermediate 12 

30 /3-Methyl-Dyrrolidin-3-yn-r2-Dhenyl-Quinazolin-4-y»)-amine 



A. 1.Ben2yl-3-methy|.DyrrQlidine-3-carbQxylic acid benzyl ester 
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Benzyl 2-methyl-2-propenoate (5.00 g. 28.38 mmol) is added to a solution of 
benzyl-methoxymethyMrimethylsnanylmethyl-amlne (10.11 g, 42.56 mmol. Terao, 
Y.ef a/, Chem. Pham. Bull. 1985. 33. 2762.) In dichloromethane (57 ml) at O^C. 
Then, tiifluoroacetic acid (0.22 ml. 2.84 mmol) is added to the reaction and the 

5 solution Is stin-ed for 1 h. Saturated sodium carlxjnate is added, and the mixture is 
extracted with dichloromethane. The combined organic layers are dried with 
magnesium sulfate and concentrated. The residue Is purified by silica gel 
chromatography using etherdichloromelhane (1:9) as eluant to give 1-ben2yl-3- 
methyt-pyrTolldlne-3-carboxyllc acid benzyl ester (7.84 g): 

10 1H NMR (CDCb) 57.38-7.22 (m, 10H). 5.14 (s. 2H). 3.61 (ABq. 2H. J>»fl= 13 Hz, 
AvAB^Q Hz). 3.01 (d, 1H, J« 9 Hz). 2.68-2.63 (m. 2H), 2.49-2.39 (m, 2H). 1.71-1.64 
(m.1H).1.37(s,3H): 
FAB MS m/ifound 310 (fJM*). 

15 B l.Bfinzvl-3-m ethvl-pvrrolidinft.3-carboxvliC acid 

10% Palladium on carbon (294 mg. 10 wt%) is added to a solution of 1- 
benzyl-3-methyl-pyrrolidine-3-carboxylic acid benzyl ester (2.94 g. 9.50 mmol). 
prepared as in Part A. in methanol (24 ml) under argon. Then, the reaction is fitted 
20 with an hydrogen balloon and the flask Is repeatedly evacuated and purged with 
hydrogen to remove all argon and stln-ed for 3 h. The solution is purged with 
nitrogen, filtered through Celite*. and concentrated to give 1-benzyl-3-methy»- 
pyrrolidlne-3-carboxylic acid (1.61g): 

1H NMR (CD3OD) S 7.51-7.33 (m, 5H). 4.22 (ABq. 2H. JaS = 13 Hz. Avab= 15 Hz), 
25 3.65 (d, 1 H. J = 1 1 Hz). 3.34-3.20 (m. 2H). 2.84 (d. 1H J = 1 1 Hz). 2.52-2.45 (m. 1 H). 
1.88-1.76(m. 1H), 1.33(s. 3H): 
FAB MS /n/z found 220 (MH*). 

r. 1 .Ben7vl-3-methvl-a.f 1 1 -dimeth yt-pth vl-oxv-carhonvl-amtnQVDvrrolldine 

30 

Triethylamine (2.82 g. 27.87 mmol) Is added to 1-benzyl-3-methyl-pyrrolidine- 
3-carboxylic acid (5.56 g. 25.34 mmol). prepared as in Part B, in tert-butanol:N.N- 
dimethyHormamlde (4:1, 127 ml). Then, diphenylphosphoryl azide (6.01 ml. 27.87 
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mmol) is added to the mixture and it is heated at 100°C for 63 h. The solution is 
concentrated, saturated sodium carbonate is added, and the mixture is extracted 
with ethyl acetate. The combined organic layers are dried with magnesium sulfate 
and concentrated. The residue is purified by silica gel chromatography using ethyl 
5 acetate:hexanes (3:2) as eluant to give 1-benzyl-3-methyl-3-(1.l-dimethyl-ethyl-oxy- 
carbonyi-amino)-pyrrondine (1.49 g): 

NMR (CDCb) 87.29-7.20 (m. 5H), 4.72 (br s. 1H). 3.59 (ABq, 2H. J>is= 13 Hz. 
AvAB^ 18 Hz), 2.77-2.69 (m, 2H), 2.60-2.52 (m, 1H), 2.46 (d. 1H. J= 10 Hz). 2.07- 
1.99 (m, 1H), 1.87-1.78 (m, 1H), 1.43 (s, 3H). 1.41 (s, 9H): 
10 FABMSm/^found291 (MH^). 

D. 1 -Benzvt-3-methvi-DyrrQlidin-3-Yl-amintt 

Trif luoroacetic acid:watenaniso)e (8: 1 : 1 . 1 3 mi) is added to the 1 -benzyl-3- 
15 methyl-3-(1.1-dimethyl-ethyl-oxy-carbonyl-amino)-pyrrolidine (1.49 g, 5.13 mmol), 
prepared as In Part C. and the reaction is stirred for 1 4 h. The solution is 
concentrated, saturated sodium carbonate Is added, and the mixture Is extracted 
with ethyl acetate. The combined organic layers are dried with magnesium sulfate 
and concentrated to give 1-ben2yl-3-methyl-pyrrolidin-3-yl-amine (866.4 mg): 
20 IH NMR (CD3OD) 6 7.32-7.21 (m. 5H). 3.60 (s. 2H). 2.85-2.78 (m. 1H). 2.55-2.47 
(m. 1H). 2.45 (ABq. 2H. J>»e= 10 Hz. AvAB^A^ Hz), 1.88-1.68 (m. 2H). 1.24 (s. 3H); 
FAB MS /n/fefpund 191 (MH*). 

E. f1-Benzvl-3-methvl-Dvrrolidin-3.vlVf2.phen yl-Quina2Qlin-4-vn.amine 

25 

N.N-Di-/50-propyl-ethyl-amhe (0.94 ml. 5.39 mmol) is added to a solution of 
1-benzyl-3-methyl-pyrrolidin-3-yl-amine (256.5 mg. 1.35 mmol). prepared as in Part 
D. in ethanol (4.5 ml). Then, 4-chloro-2-phenyi-quinazoline (324.4 mg, 1.35 mmol) is 
added to the reaction and the solution is heated in a sealed tut>e at 150°C for 63 h. 
30 The solution is concentrated, saturated sodium carbonate is added, and the mixture 
is extracted with ethyl acetate. The combined organic layers are dried with 
magnesium sulfate and concentrated. The residue is purified by silica gel 
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chromatography u^ng ethyl acetate as eluant to give (1-benzyi-3-methyi-pyrroiidin- 
3^)-C2-phenyl-quinanriin-4-yi)-amine (520.8 mg): 

1H NMR (CDCb) 8 8.53 (dd, 2H. J= 8. 2 Hz). 7.90 (d, 1H, 8 Hz). 7.72-7.67 (m, 
2H). 7,51-7.46 (m. 3H). 7.42-7.25 (m. 6H). 5.94 (s, 1H), 3.69 (ABq. 2H. J4B= 13 Hz, 
5 AvAB- 10 Hz). 3.14 (d. 1H. J= 10 Hz). 2.85 (ABq. 2H, Jab^7 Hz. Avab = 15 Hz). 
2.69-2.63 (m. 1H). 2.55-2.47 (m. 1H). 2.22-2.15 (m. 1H). 1.84 (s. 3H); FAB MS m/z 
found 395 (MH^). 

F.r3-M6thyl-Dvrrolidin-3-vn-f2-Dhenyt-qiiinazolin-4.vl^^mine 

10 

Ammonium fomnate (416.2 mg, 6.60 mmol) is added to a solution of (1- 
benzyl-3-methyt-pyrrolidin-3-yl)-(2-phenyl-quinazolin-4-yl)-amine (520.8 mg. 1.32 
mmol). prepared as in Part E. in methanol (26 ml) under argon. Then. 10% 
palladium on cartxm (130.2 mg, 25wt%) is added and the solution is heated at reflux 
15 for 28 h. The solution is purged with nitrogen, filtered through Celite*. and 
concentrated. The residue is purified by silica gel chromatography using 
methanol:ethyl acetate (3:2) containhg 1% ammonium hydroxide as eluant to give 
the title compound (380.7 mg): 

1H NMR (CD3OD) 58.36 (dd. 2H, J= 8. 4 Hz), 8.17 (d. 1H. J= 8 Hz), 7.80 (d, 1H, J 
20 =8 Hz). 7.72 (dt. 1H, J= 7. 1 Hz), 7.51-7.41 (m. 4H), 3.65 (d. 1H, J= 12 Hz). 3.18- 
3.00 (m. 3H). 2.62-2.53 (m, 1H). 2.11-2.02 (m, 1H), 1.75 (s. 3H): 
FAB MS m/^found 305 (MH^). 

Intermediate 13 

25 

(3.4-Dimethyl-pyrrolidin-3-yl)-(2-phenyl-quinazolin-4-yl)-amine 

A. 1.B6n2y|.3.4-dim ethvl-Dvrrolidi ne-3-carbQxylic acid benzyl ester 

30 Benzyl 2-methyl-2-butenoate (3.00 g. 15.77 mmol) is added to a solution of 

benzyl-methoxymethyl-trimethylsilanylmethyl-amine (5.62 g. 23.65 mmol) in 
dichloromethane (32 ml) at 0<*C. Then, trifluoroacetic acid (0.12 ml. 1 .58 mmol) is 
added to the reaction and the solution is stirred for 1 h. Saturated sodium carbonate 
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is added, and the mixture is extracted with dichloromethane. The combined organic 
layers are dried with magnesium sulfate and concentrated. The residue is purified 
by silica gel chromatography using etherdichloromethane (1:9) as eluant to give 1- 
ben2yl-3,4-dimethyl-pyrroridine-3-carboxyllc acid benzyl ester (3.39 g): 
»H NMR (CDCI3) 87.36-7.21 (m. 10H). 5.12 (s. 2H). 3.62 (ABq. 2H. Jab' 13 Hz. 
4k4B« 37 Hz). 3:36 (d, 1H. J= 9 Hz). 2.95 (t. 1H. J= 8 Hz). 2.70 (h. 1H. J= 8 Hz). 
2.35-2.16 (m. 2H), 1.21 (s. 3H). 0.98 (d, 3H, J« 7 Hz); 
FAB MS found 324 (MH*). 

B. 1-Benzvt-3.4-dimftthvl-nvrrolidina.3-«> rbQwliRflRiri 

10% Palladium on carbon (339 mg. 10 wt%) is added to a solution of 1- 
benzy[.3.4-dimethyl-pyrrolidine-3-carboxylic acid benzyl ester (3.39 g, 10.48 mmol). 
prepared as in Part A, in methanol (26 ml) under argon. Then, the reaction is fitted 
with an hydrogen balloon and the flask is repeatedly evacuated and purged with 
hydrogen to remove all argon and stirred for 90 min. The solution is purged with 
nitrogen, filtered through Celfte* and concentrated to give 1-benzy|.3.4-dimethy|. 
pyrrolidine-3-carboxylic acid: 

^H NIMR (CD3OD) S 7.54-7.52 (m. 2H). 7.46-7.43 (m. 3H), 4.35 (ABq. 2H. Jab =^3 
Hz, AvAB= 15 Hz). 3.86 (d, 1H. J= 12 Hz), 3.56 (t. 1H. J= 7 Hz). 3.07-2.96 (m. 2H). 
2.76-2.70 (m. 1H). 1.22 (s. 3H). 1.07 (d. 3H. J= 7 Hz); 
FAB MS /n/z found 234 (MH*). 

C. 1-Benzvl-3.4-dimethvl-3./mflthyl.nYY-^flr»^vt.aminft).pYrrTM lTt jnft 

Triethylamine (1.61 g. 1 1.53 mmol) is added to 1-benzy|.3.4.dimethyl- 
pyrrolidine-3-carboxyllc acid (10.48 mmol carried fonvard from above), prepared as 
in Part B. in methanol:N,N-dimethylfomr»amide (4:1. 50 ml). Then, 
diphenylphosphoryf azide (2.48 ml. 1 1.53 mmol) is added to the rnlxture and it is 
heated at reflux for 14 h. The solution is concentrated, saturated sodium carbonate 
is added, and the mixture Is extracted with ethyl acetate. The combined organic 
layers are dried vwth magnesium sulfate and concentrated. The residue is purified 
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by silica gel chromatography usir^g ethyl acetate:hexanes (3:2) as eluant to give 1- 
ben2yl-3.4-dimethyl-3-(methyl-oxy-cart)or)yl-amino)-pyrroIidine (0.81 g): 
1H NMR (CDCb) 87.29-7.20 (m. 5H), 5.03 (br s. 1H), 3.59 (s. 3H), 3.56 (ABq. 2H. 
Jab^ 13 Hz. AvAB = 30 Hz). 3.08 (t. 1H. J« 9 Hz). 2.90 (d. 1H. J= 10 Hz). 2.36 (d. 
5 1H. J= 10 Hz). 2.31 (q. 1H. J= 8 Hz), 2.03-1.99 (m, 1H). 1.30 (s. 3H). 0.96 (d. 3H. J 
= 7 Hz); 

FAB MS nx^found 263 (MH^). 

n i .panyYl.a A.difP athy|.Dwroliriin.a.Yl-amine 

10 

Potassium hydroxide (1.54 g, 27.44 mmol) is added to the 1-benzyl-3.4- 
dimethyl-3-(methyl-0)cyKjarbonyl-amino)-pyrrolldine (0.72 g. 2.74 mmol). prepared as 
in Part C. in ethanokwater (27 ml. 1:1) and the reaction is heated at reflux for 67 h. 
The solution is cooled and the mixture is extracted with ethyl acetate. The combined 
1 5 organic layers are dried with magnesium sulfate and concentrated. The residue is 
purified by silica gel chromatography using methanokethyl acetate (1:9) containing 
1% ammonium hydroxide as eluant to give l-benzyl-3.4-dlmethyl-pyrrolidln-3-yl- 
amlne (429.6 mg): 

1H NMR (CD3OD) 8 7.33-7.22 (m. 5H). 3.58 (ABq. 2H. JaB= 13 Hz, Avab= 14 Hz). 
20 3.07 (t. 1H. J« 7 Hz). 2.51 (ABq. 2H. J4S« 20 Hz, Avab^ 157 Hz). 2.07-1.95 (m. 
2H). 1.07 (s, 3H). 0.93 (d. 3H. J= 9 Hz); 
FAB MS m/fe found 205 (MH*). 

p (1 -P f n^'-'^ A.dim6th v upyrroiifiin-3-vh./p-ohenvi-Quinazolln-4-Yn-amine 

25 

N,N.Di-/so-propyl-ethyl-amine (1.36 ml, 7.77 mmol) is added to a solution of 
1-benzyl-3,4-dimethyl-pyrrolidin-3-yl-amine (396.8 mg. 1.94 mmol). prepared as in 
Part D. in ethanol (6.5 ml). Then. 4-chloro-2-phenyl-quinazollne (467.4 mg. 1.94 
mmol) is added to the reaction and the solution Is heated In a sealed tube at ISO^C 
30 for 16 h. The solution is concentrated, saturated sodium carbonate is added, and 
the mixture Is extracted with ethyl acetate. The combined organic layers are dried 
with magnesium suHate and concentrated. The residue Is purified by silica gel 
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chromatography using ethyl acetate as eluant to give (1-t)enzyl-3,4-dimethyi- 
pyrrolldin-3-yl)-(2-pheny!-qulnazollr>^yl)-amine (740.3 mg): 
1H NI^R (CDCb) 88.55-8.53 (m, 2H). 7.90 (d. 1H, J = 8 Hz), 7.69 (d. 1H, J= 8 Hz). 
7.49-7.26 (m. 10H). 6.10 (s. 1H). 3.70 (s, 2H). 3.31 (d, 1H, J= 10 Hz). 3.21 (t. 1H. J 
5 =9 Hz). 2.78 {q, 1H. J= 7 Hz). 2.70 (d. 1H, 10 Hz). 2.11 (t. 1H, J= 8 Hz). 1.72 
(s,3H). 1.18(d.3H. J=7Hz); 
FAB MS /n/^ found 409 (IMH^). 

F. (3.4-Dimethy|.pyiTDlidin-3-yt)-(2-phenyl-quinazoKn.4-yt).amin 

10 

Ammonium fomtate (114.3 mg. 18.12 mmol) added to a solution of (1- 
benzyt-3.4-dimethyl-pyrrolidin-3-yt)-(2-phenyk)uinazoruv4-yl)-amine (740.3 mg. 1.81 
mmol). prepared as in Part E, In methanol (18 ml) under argon. Then. 10% 
palladium on cartXMn (370.1 mg, 50wt%) is added and the solution is heated at reflux 
15 for 1 5 h. The solution is purged with nitrogen, filtered through Celite*. and 
concentrated. The residue is purified t)y silica gel chromatography using 
methanolrethyl acetate (1:1) containing 1% ammonium hydroxide as eluant to give 
the title compound (430.4 mg): 

1H NMR (CDsOD) 58.36-8.33 (m. 2H). 8.21 (d. 1H. 8 Hz). 7.83-7.72 (m. 2H). 
20 7.49-7.41 (m, 4H). 3.65 (d, 1H. J» 12 Hz). 3.30-3.23 (m. 2H). 2.83 (q. 1H, J* 8 Hz), 
2.61 (dd, 1H, J= 11, 8 Hz), 1.64 (s. 3H). 1.15 (d, 3H, J- 7 Hz); 
FAB MS m/zfound 319 (MH^). 

intermediate 14 

25 

4-f2.5-Dimethyl-DlDerazin-1.ylV2-phenyl-quina2Qline 

4-Chloro-2-phenyl-quinazoline (5.00 g. 20.77 mmol) in tetrahydrofuran (100 
mO is added dropwise over 20 minutes to a stirred solution of trans-2,5-dimethyl- 
30 piperazine (1 1 .65 g, 103.87 mmol) in tetrahydrofuran (100 ml) and the solution is 
heated to reflux for 48 h. Saturated sodium cart>onate is added and the reaction 
extracted with ethyl acetate. The combined organic layers are dried with 
magnesium sulfate and concentrated. The residue is purified by silica gel 
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chromatography using methanot:ethyl aratate (5:95) containing 1% ammonium 
hydroxide as eluant to give the title compound (4.16 g): ^ H NMR (CDCI3) 5 8.57 (d. 
2H, J = 7.4 Hz). 7.88 (m, 2H), 7.53 (t, 1H. J * 7.6 Hz), 7.35 (m, 3H). 7.22 (t. 1H, J = 
7.5 Hz), 3.75 (m, 1H), 3.42 (d, 1H, J = 11.0 Hz). 2.99 (m, 2H), 2.64 (m. 2H). 1.46 (s. 
5 1 H. 1 . 1 3 (d. 3H, J = 5.9 Hz). 0.84 (d. 3H, J = 6.1 Hz); 
FAB MS m/z found 31 9 (MH^). 

Intermediate 15 

10 S-t2-(4-AiTiin(H?yclQhexylamino)-ethylh2-methQxy-benzenesulfpnamide 

5-(2-Chloro-ethyl)-2-methoxy-benzenesulfonamide (0.87 g, 3.5 mmoO is 
added to a stin-ed solution of 1.4-diaminocyclohexane (2.00 g. 17.51 mmol). 
potassium cartonate (0.97 g, 7.00 mmol), and sodium iodide (0.05 g, 0.35 mmol) in 

15 1 ,4-dioxane (35 ml) and the solution set to reflux for 48 h. Saturated sodium 
cart>onate is added and the reaction extracted with ethyl acetate. The combined 
layers are dried with magnesium sulfate and concentated. The residue is purified 
by silica gel chromatography using methanol:ethyl acetate (gradient of 1:1 to 1:0) 
containing 1% ammonium hydroxide as eluant to give the title compound (180.0 mg): 

20 1H NMR (CD3OD) 5 7.72 (s, 1 H), 7.43 (d. 1H. J = 8.6 Hz). 7.13 (d. 1H, J = 8.6 Hz). 
3.95 (s. 3H). 3.34 (s. 2H). 2.87 (br s. 1H). 2.78 (s, 4H). 2.62 (br s, 1H). 1.54 (m. 6H): 
FAB MS m/z found 328.1 (MH^). 

Intennediate 16 

25 

(RV5-f2-f3-Amino-pyrrolidin-1 .yl)-ethyn-2-methQXv-ben2enesulfonamide 

Synthesized in a manner similar to Intennediate 15, using 5-(2-Chloro-ethyl)> 
2-methoxy-benzenesuHonamide (5.00g, 20.02 mmol) and (R)-3-Aminopyrrolidine 
30 dihydrochioride (15.% g, 100.1 1 mmol) to give the title compound (0.52 g): 

1H NMR (CD3OD) S 7.70 (s. 1H). 7.42 (d. 1H. J = 8.3 Hz), 7.12 (d. 1H. J = 8.3 Hz). 
3.95 (s. 3H). 3.47 (m. 1H). 2.75 (m. 7H). 2.36 (m. 1H). 2.19 (m. 1H). 1.55 (m. IH); 
FAB MS m/z found 300.08 (MH+). 
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Intermediate 17 
rRV1-r2-Dhenvl-Quina70lin.4.vh.Dyrrolidin-3.ylamina 

5 

4-chloro-2-phenyl quinazoline (2.42 g. 10.06 mmot) is added to a stirred 
solution of (R}-3-aminopyrroli(Sne dSiydrochloride (8.00 g. 50.30 mmol) and 
triethylamine (14 ml, 100.60 mmol) in tetrahydrofuran (100 ml) and the solution 
heated to reflux over 16 h. The solution is concentrated, saturated sodium 

10 cart>onate added, and the reaction extracted with ethyl acetate. The combined 
layers are dried with magnesium sulfate and concentrated. The residue is purified 
by silica gel chromatography using methanolrethyl acetate (1 :9) containing 1% 
ammonium hydroxide as eluant to give the title compound (2.04g): 
^ H NMR (CD3OD) 5 8.27 (m. 2H). 7.78 (d, 1 H, J = 8.6 Hz), 7.64 (d, 1 H, J = 8.3 Hz), 

15 7.48 (m. 1 H), 7.34 (m, 3H), 7.09 (m. 1H), 3.73 (m. 2H), 3.55 (m, 1H), 3.33 (m. 2H). 
1.90 (m, 1H), 1.55 (m. 1H): ^ 
FAB MS m/z found 291.2 (MH^). 

Intermediate 18 

20 

rSV5-r2-f3-Amino-Dyrrolidin-1-yl^-ethyl}-2-methoxy-benzenesulfonamide 

Synthesized in a manner similar to Intermediate 15, using 5-(2-Chloro-ethyl)- 
2-methoxy-benzenesulfonamide (5.00 g, 20.02 mmol) and (S)-3-Amjnopyrrolidine 
25 dihydrochloride (15.92 g, 100.1 1 mmol) to give the title compound (0.14 g): 

1H NMR (CD3OD) 57.61 (s. 1H). 7.34 (d, 1H. J a 8.6 Hz), 7.03 (d. 1H. J = 8.6 Hz). 
3.86 (s, 3H), 3.37 (m, 1H), 3.21 (m, 1H). 2.69 (m. 6H), 2.27 (m, 1H), 2.10 (m. 1H), 
1.45 (m, 1H); 

13C NMR (CD3OD) 5 156.2, 135.4, 133.1, 131.6. 128.9. 113.6, 62.7. 58.7, 56.7, 
30 53.9,51.2.34.6.33.9. 
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Intemnediate 19 

Synthesized in a manner similar to Intem^ediate 17. using 4.Chtor(>-2.phenyl 
quinazonne (5.00 g. 20.77 mmol) and (S).3-Aminopyrrolidine dihydrochlorlde (9.91 g. 
62.32 mmoO and triethylamlne (17.5 ml. 124.64 mmol) to give the tftle compound 

^'h NMR (CD3OD) 6 8.36-8.33 (m. 2H). 7.99-7.96 (d. 1H. J - 8.4 Hz). 7.75-7.72 (d. 
1H J = 8.3 Hz). 7.62-7.57 (m. 1H). 7.42-7.40 (m. 3H). 7.25-7.21 (m. 1H). 3-96-3.89 
(m.'2H). 3.79-3.73 (m. 1H). 3.54-3.45 (m. 2H). 2.08-2.02 (m. 1H). 1.74-1.68 (m. 1H); 
FAB MS m/z found 291 (MH+). 
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Intennediate20 
4-f2.5-dia7a-hicvciofP ? nhftnt.g.vt\.9.phopy|.nHinn7nl i n n 

5 

Synthesized in a manner similar to Intemiedlate 17, using 4-Chloro-2-phenyl 
quinazollne (0.14 g, 1.38 mmoi) and 2.5.Dla2a.bicyclo(2.2.11heptane (1.00 g. 4.15 
mmor, Bouzard. D., ef j, Med. Chem.; 1990; 33(5); 1344-1352) to give the title 
compound (1 70.0 mg): 
10 1H NMR (CD3OD) 58.39-8.35 (m. 2H). 8.04-8.01 (d. 1H. J « 8.1 Hz). 7.83-7.82 (m. 
1H). 7.80-7.67 (m. 1H)m 7.47-7.35 (m. 4H), 5.28 (S. 1H). 4.21-4.17 (dd. 1H. J = 9 8 
2.2 Hz). 3.86 (s. 1H). 3.75-3.72 (dd. 1H. J « 9.8. 1.2 Hz), 3.31-3.29 (dd. 1H, J = 4.9. 
1.7 Hz), 3.13-3.09 (dd, 1H, J = 10.3. 2.0 Hz). 2.03-1.83 (ABq. 2H. Jab= 10.0 Hz. 
AvAB = 48.3Hz); 

15 FAB MS m/z found 303 (MH+). 

Intermediate 21 
Nrmethvl-N-f2-Phenvt-niiinazQltn^.Vt).qtha pe.i,g.ritflmin«f 

20 

Synthesized In a manner similar to Intennediate 17. using 4-Chloro-2-phenyl 
quinazollne (6.49 g, 27.0 mmol) and N-methyl ethylene diamine (12.0 ml, 134.0 
mmol) to give the title compound(7.0 g): 

1 H NMR (CDCI3) 5 8.53-8.50 (m. 2H), 7.88-7.82 (m, 2H). 7.66-7.60 (m. 1 H). 7.49- 
15 7.43 (m. 3H). 7.33-7.27 (m, 1H). 7.03 (br s. 1H). 3.81-3.79 (dd. 2H). 2.91-2 88 (dd 
2H). 2.40 (s. 3H); 
FAB MS m/z found 279 (MH+). 
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Intermediate 22 

. «^9.p.MareaDtft-PthvlVmethvl . aminnVftthxrfV2-mftth0XV-benzenftSUtfgnam 
A isi-(g.Mereap tn.fithylUomiamidQ 

Cysteamine (lO.Og. 129.62 mmol) and ethyl formate (173 ml. 0.75 M) are 
heated to reflux as a neat solution for 16 h. The solution is concentrated and the 
residue purified by silica gel chromatography using methanohethyl acetate (1 :9) as 
eluant to give N-(2-mercapto-ethyl)-formamlde (9.56 g, 70%): 
1H NMR (CDCI3) 88.21(S. 1H), 6.41-6.40 (br s. 1H). 3.53-3.41 (m. 2H). 2.74-2.64 
(m, 2H). 1.46-1.40 (t, 1H. J = 8.6 Hz); 
FABMS/n/i 106(MH+). 

R 9.MAthylaminf>.ethanethlQl 

Borane tetrahydrofuran complex (IM, 182 ml, 181.82 mmol) Is added to a 
stirred solution of N-(2-Mercapto-ethyl)-fonnamide. prepared as In Part A, in 
tetrahydrofuran (300 ml) at 0«>C over 45 mins. The solution is wanned to room 
temperature and then heated to reflux over 24 h. The solution is cooled to (y>C and 
the reaction quenched with methanol (150 ml). The solution is then heated to reflux 
for 1 hr. The solution Is concentrated and a short path distillation performed at 1 .5 
atm (250c to 150«<; temperature gradient). The compound condensed from the 
gaseous phase as a white solid and had to be scraped from the condenser to obtain 
2-methylamino-ethanethiol (0.24 g): 

1H NMR (CD3OD) 52.78-2.73 (t. 2H), 2.61-2.59 (t. 2H). 2.39 (s. 3H); 
CI (NH3) MS m/z found 91 (M+). 

r i^|p ^( p. [v | ft^raptft.ftthvn.m ftthYl.aminQVethvlUi>.fnethoxv-hftn7ftnesulfQnamlde 



5-(2-Chloro-ethyl)-2-methoxy-benzenesulfonamide (0.66 g. 2.63 mmol) is 
added to a stirred solution of 2-Methylamino-ethanethioi (0.24 g. 2.63 mmol), 
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prepared as in Part B, potassium carbonate (0.73 g. 5.26 mmol), and sodium iodide 
(0.39 g. 2.63 mmoQ in 1,4KJioxane (25 ml) and the solution heated to reflux for 16 h. 
Saturated sodium cartx)nate is added and the reaction extracted with ethyl acetate. 
The combined layers are dried with magnesium sulfate and concentrated. The 
5 residue is purified by silica gel chromatography using methanohethyl acetate (1:1) 
containing 1% ammonium hydroxide as etuant to give the title compound (220.0 
mg): 

1H NMR (CD3OD) 57.71-7.70 (d, 1H. J a 2.2 Hz), 7.43-7.42 (dd. 1H. J = 2.2 Hz). 
7.13-7.10 (d, 1H. J « 8.3 Hz), 3.95 (s. 3H), 2.88-2.65 (m. 8H), 2.39 (s. 3H); 
10 FAB MS m/z found 305 (MH-^). 

Intermediate 23 

2-Phenvl-4.fnvrrolidin.3.ylnyyUq..in;^yft|jnft 

15 

A.4-f1-benzvl-DVrrolidin-3-vlowl.g.nhftny |^inagolinft 

4-Chloro-2-phenyl quinazoline (6.79 g, 28.21 mmol) is added to a stirred 
solution of (S)-(-)-1.benzyl-3-pyrrolidinol (5.00 g. 28.21 mmol) and sodium hydride 

20 (60% suspension. 1 .35 g. 33.85 mmoQ In tetrahydrofuran and the solution heated to 
reflux fori 6 h. The reaction is quenched with watentetrahydrofuran (1:1). Saturated 
sodium carbonate is added and the reaction extracted with ethyl acetate. The 
combined layers are dried with magnesium sulfate and concentrated. The residue 
is purified by silica gel chromatography using methanohethyl acetate (5:95) 

25 containing 1 % ammonium hydroxide as eluant to give 4.(1 •benzyl-pyrrolidin-3-yloxy)- 
2-phenyt-quinazoline (9.03 g, 84%): 

^H NMR (CDCI3) 58.57-8.54 (m,2H). 8.18-8.16 (d. 1H. J = 8.1 Hz). 7.99-7.96 (d. 
1H. J = 8.5 Hz), 7.83-7.78 (m. 1H). 7.53-7.48 (m. 4H). 7.39-7.23 (m. 5H). 5.90-5.87 
(m. 1H). 3.79-3.66 (q. 2H. J = 12.7 Hz). 3.25-3.19 (dd. 1H. J * 10.7, 6.6 Hz). 2.95- 
30 2.85 (m. 2H). 2.67-2.55 (m, 2H). 2.18-2.17 (m, IH); 
FAB MS m/z found 382 (MH+). 
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B. 2.Phenyl^rpyrrolid}n.3.yloxy>^uinagQtina 

Ammonium fomnate (1.65 g, 26.21 mmoQ is added to a solution of 4-(1- 
5 ben2yt-pyrrolidin>3-yloxy)-2-pheny(-quinazoline (2.00 g, 5.24 mmol). prepared as in 
Part A. in methanol (52 ml) under argon. Then. 5% palladium on carbon (I.OOg. 25 
wt%) is added and the solution is heated at reflux for 2 h. The solution is purged 
with nitrogen, filtered through Celite*. and concentrated. The residue is purified by 
silica gel chromatography using methanol:ethyl acetate (gradient of 1:9 to 1:3) 
10 containing 1% ammonium hydroxide to give the title compound (1 .01 g): 

1H NMR (CDCis) 88.57-8.53 (m, 2H). 8.08-8.05 (dd. 1H. J = 8.3. 0.8 Hz). 7.95-7.93 
(d. 2H. J = 8.3 Hz). 7.77-7.71 (m, 1 H), 7.51-7.40 (m, 4H). 5.86-5.83 (m. 1 H). 3.35- 
3.33 (m, 3H). 3.25-3.21 (m, 1 H), 3.04-3.03 (m. 1 H). 2.30-2.25 (m. 1 H). 2. 1 6-2.05 (m. 
1H): 

1 5 FAB MS found 292 (MH-^). 

Intermediate 24 

f2S.4SW2-Methyt-pyffQlidin.4-yn.f2H3henyl-Quina2olin.4-yn-amine 

20 

A. f2S.4SW2-methvl-1-ftotuene-4-sulfonyl).pyrrolidin-4-ylH2-Dhenyt-Quinazolin-4-yt>- 

amine 

Synthesized in a manner similar to Intermediate 17. using 4-Chloro-2-phenyl 
25 quinazoiine (0.07 g. 0.29 mmol) and (2S, 4S)-2-Methyl-1-(toluene-4-sulfonyl)- 
pyn-olidin-4-ylamine (0.07 g, 0.29 mmol; Di Cesare. P.et al. J. Med. Chem.; 1992; 
35(22); 4205-4213.) to give (2S. 4S)-I2-methyl-1-(toluene-4-sulfonyl)-pyrrolidin-4-yn- 
(2-phenyl-quinazolin-4-yl)-amine (0.08 g): 

1H NMR (DCDI3) 5 8.53-8.50 (m. 2H). 7.92-7.89 (d. 1H. J = 8.3 Hz). 7.72-7.69 (d, 
30 2H, J = aO Hz). 7.59-7.48 (m. 4H). 7.36-7.33 (m. 2H). 7.12-7.09 (d. 2H. J = 8.1 Hz). 
5.58-5.57 (m. 1H). 4.78 (m. 1H). 4.05 (m, 1H). 2.36-2.25 (m, 1H), 2.19 (s, 3H), 2.04- 
2.01(m. 1H). 1.49-1.47 (d. 3H. J = 6.1 Hz), 1.26 (m, IH); 
FAB MS m/z found 459 (MH+). 
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B.f2S.4SW2.Methvl.pvrrolidin.4-ylVf2.pheny|.qutna20lln.A-yl^.aminfl 

Hydrogen bromide (33% solution in acetic acid, 0.42 ml. 1.74 mmol) is added 
5 to a stirred solution of (2S, 4SH2-methyl-1 •(toiuene-4-sulfonyl)-pyrrolidin-4-yi]-(2- 
phenyl-quinazolin-4-yl)-amine (0.32 g, 0.70 mmol). prepared as in Part A. in acetic 
acid (23 ml) and the solution set to reflux for 16 h. The solution is concentrated and 
the residue purified by silica gel chromatography using ethyl acetate:methanol (1:4) 
containing 1% ammonium hydroxide as eluant to give the title compound (90.0 mg): 

10 1H NMR (CDCI3) S 8.57.a54 (m, 2H). 7.92-7.89 (d. 1H. J = 8.1 Hz), 7.79-7.76 (d. 
1H. J = 8.3 Hz), 7.73-7.68 (t. 1H. J = 7.6 Hz). 7.51-7.45 (m, 3H). 7.42-7.37 (t. 1H, J 
= 7.5 Hz). 6.10-6.08 (m. 1H). 5.00 (m. 1H). 3.72-3.66 (dd. 1H. J = 1 1.5. 6.6 Hz), 
3.48-3.45 (m. 1H). 2.99-2.94 (dd. 1H. J = 11.5. 4.7 Hz). 2.76 (br s. 1H). 2.09-2.08 
(m, 1H). 1.91-1.86 (m. 1H). 1.26-1.24 (d, 3H. J = 6.1 Hz); 

1 5 FAB MS m/z found 305 (MH+). 

Intermediate 25 

f2R.4SVf2-Methvl.Dvrrolidin.4.vt^.fg.nhftnyl^ulna2oHn.4.vlV.amtnft 

20 

A.f2R.4SVr2-methvl-1-ftoluene.4.suHonvn.pvrrQlidin-4-vl1-fg-ph6 nvl.Quina2olin-4.yl^- 
amine 

Synthesized In a manner similar to Intermediate 17, using 4-Chloro-2-phenyl 
25 quinazoline (0.25 g, 1 .04 mmol) and (2R, 4S)-2-Methyl- 1 -(toluene-4-sulfonyl)- 
pyrrolidin-4-ylamine (0.25 g, 1.00 mmol; Di Cesare. P.etal. J. Med. Chem.; 1992: 
35(22): 4205-4213.) to give (2R. 4S)-I2-methyl-1-(toluene-4-sulfonyl)-pyrrolidin-4-yl]- 
(2-phenyl-quinazolin-4-yl)-amine (0.37 g): 

1H NMR (DCDb) 88.48^8.45 (m. 2H). 7.93-7.90 (m. 1H), 7.83-7.80 (d, 2H, J = 8.1 
30 Hz). 7.73-7.71 (d. 2H. J = 7.3 Hz). 7.59-7.36 (m, 6H), 5.87-5.85 (m. 1H). 4.61-4.58 
(m. 1H). 3.85-3.81 (m. 1H). 3.70-3.68 (m. 1H). 3.55-3.49 (m. 1H). 2.45-2.41 (m. 4H). 
1.85-1.80 (m. 1H). 1.54-1.52 (d. 3H, J = 6.1 Hz); 
FAB MS m/z found 459 (MH+). 
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R (gR AS)-rg.Mathvkiv rrolidin.A-vn.f2.Dh6nv|.QuinazQlin-4-vl)-amine 

Hydrogen bromide (33% solution in acetic acid. 0.5 mi. 2.02 mmol) is added 
5 to a stirred solution of (2a 4S)-[2-methyl-1-{toluene-4-sulfonylH>yrrolidin-4-yO-(2- 

phenyi-quhazolin-4-yl)-amine (0.37 g, 0.81 mmoQ. prepared as in Part A. 'm acetic 

add (27 ml) and the solution set to reflux forie h. The solution is concentrated. 

triturated with acetonitrile:methanol (1:1). and cooled {4K). A solid precipitated out 

of the solution to give the title compound (87.6 mg): 
10 1 H NMR (CD3OD) d 8.56-8.53 (d, 1 H. J = 8. 1 Hz). 8.32-8.29 (m. 2H). 8.04-7.93 (m. 

2H). 7.77-7.59 (m, 4H). 5.40-5.35 (m. 1H). 3.94-3.81 (m. 2H). 3.54-3.48 (dd. 1H. J = 

12.5. 6.9 Hz), 2.84-2.75 (m. 1H), ^18-2.07 (m. 1H). 1.51-1.49 (d. 3H. J = 6.6 Hz); 

FAB MS m/z found 305 (MH^). 

15 Intermediate 26 

(3S.4RVf4.Methvt.twrro!idin. a-yl^.fg-Dhenvt-niiina2olin-4-vlVamine 
A. fas ASV1-Benzvl.4.m ethy|.pyriolidinft-a-carboxvlic acid methvl ester 

20 

Trifluoroacetic acid (0.16 ml, 2.00 mmol) is added to a stirred solution of 
t)enzyl-methoxymethyl-trimethylsilanylmethyl-amine (7:11 g, 29.96 mmol, Terao, Y.et 
al. Chem. Pharm. Bull.; 1985; 33(7); 2762-2766.) and methyl crotonate (2.0g, 19.98 
mmol) in methylene chloride (40 ml) at O^C for 2 h. Saturated sodium carbonate is 
25 added and the reaction extracted with methylene chloride. The combhed layers are 
dried with sodium sulfate and concentrated. The residue is purified by silica gel 
chromatography using ethenmethytene chloride (1:9) as eluant. followed by another 
purification by silica gel chromatography using «her.methylene chloride (gradient of 
1:49 to 5:95) as eluant to give (3S, 4S)-1-Benzyl-4-methyl-pyrrolidine-3-carboxylic 

30 acid methyl ester (3.79 g): 

H NMR (CDCI3) 8 7.32-7.24 (m, 5H), 3.68 (s, 3H). 3.67-3.54 (m. 2H). 2.87-2.75 (m, 
3H). 2.57-2.49 (m. 2H). 2.24-2.19 (dd, 1H. J = 9.0. 6.6 Hz). 1.14-1.12 (d. 3H, J = 
6.6 Hz); 
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FAB MS found 234 (MH+). 

B. f3S.4RV1-Ben2vl-3-fri.1-dimathvl.ethvl^.Qxv.carfaony|.aminoH-methvl.Dyrrolidi^^ 

5 Potassium hydroxide (0.91 g. 16.24 mmol) is added to a stirred solution of 

(3S, 4S)-1-Ben2yl-4-inethyl-pyrrolidine-3-carboxyiic acid methyl ester (3.79 g. 16.24 
mmol). prepared as fn Part A. 'v\ ethanol (95% solution. 160 ml) and the solution 
heated to reflux for 16 h. The solution is cooled to V>C, hydrochloric acid (4N in 1 ,4- 
dioxane. 4.0 ml. 1&24 mmol) added, and the solution stirred for 30 mins. The 

1 0 potassium chloride salts are filtered out and the resulting solution concentrated. 
The residue is taken up m ferf-butanol (162 mO and triethyl amine (1.81 g, 17.86 
mmol) added. Diphenyl phosphoryl azide (4.9 ml. 17.86 mmol) is then added, and 
the solution heated to reflux for 16 h. The solution is concentrated, saturated sodium 
cartx>nate added, and the reaction extracted with ethyl acetate. The combined 

15 layers are dried with sodium sulfate and concentrated. Methanohethyt acetate (1:3) 
is added and a white solid precipitated out of solution to give (3S, 4R)-l-Benzyt-3- 
[(l.l-dimethyl-ethyO-oxy-carbonyl-aminoH-methyl-pyrrolidine (0.59 g): 

NMR (CDCl3)5 7.33-7.23 (m. 5H). 4.88-4.86 (m. 1 H). 3.69 (m, 1H), 3.56 (s, 2H), 
3.02-2.98 (m. 1H). 2.63-2.61 (m. 2H). 1.98-1.89 (m. 2H). 1.43 (s. 9H). 1.10-1.08 (d, 

20 3H, J = 6.7 Hz): 

FAB MS m/z found 291 (MH^). 

C. f3S.4RVf1-Benzvt-4.m6thv>-DAffrolidin.3.vlWg. phenvl.guina?olin-4-ylVarnine 

25 (38, 4R)-1-Benzyl-3-[(1,1-dimethyl-ethyl)-oxy-cart)onyl-amino]-4-methyl- 

pyrrolidine (0.59 g, 2.03 mmol), prepared as in Part B, taken up in a solution of 
trifluoroacetic acid:anisolenArater (8:1:1, 20 mO at room temperature and stinted for 
16 h. The solutkxi is concentrated, the residue is then taken up in tetrahydrofuran 
(20 ml) and triethylamine (1.2 ml. &12 mmol) added. 4-Chloro-2-phOTyl quinazoline 

30 (0.49 g. 2.03 mmoO is added and the solution heated to reflux for 1 6 h. Saturated 
sodium carbonate is added and the reaction extracted with ethyl acetate. The 
combined layers are dried with sodium sulfate and concentrated. The residue is 
purified by silica gel chromatography using hexane:ethyl acetate (1:1) as eluant to 



GI2019 



-63- 

glve (3S, 4R).(1-BenzyM.memyl-pyrrolldin-3-ylH2-phenyl-quinazolin.4.yI).am 
(0.59 g): 

1H NMR (CDCb) 88.58-8.55 (dd. 2H. J =7.8. 1.9 Hz). 7.91-7.88 (d. 1H. J = 8.3 
Hz). 7.71-7.65 (m. 2H). 7.52-7.44 (m. 3H). 7.39-7.23 (m. 6H), 6.25-6.23 (d. 1H. J = 
5 7.8 Hz). 4.67-4.65 (m. 1H). 3.64-3.53 (m, 2H). 3.18-3.13 (m, 1H). 2.89-2.82 (m. 2H). 
2.25-2.24{m, 1H), 2.01-1.95 (m. 1H). 1.27-1.20 (m. 3H): 
FAB MS m/z found 395 (MH^). 

n ARVf4.Methvl-pYrro!idin-3-v| )-(?-phpnYUqiiina70l!n-4-vn-amine 

10 

Ammonium fomiate (0.47 g. 7.48 mmoQ Is added to a solution of (3S, 4R).(1- 
Benzyl-4-methyl-pyrrolldln-3-yl)-(2-phenyl-qulnazolin-4-yl)-amine (0.59 g. 1.50 
mmol), prepared as In Part C. in methanol (30 ml) under argon. Then, 5% palladium 
on carbon (0.15 g, 25 wl%) is added and the solution is heated at reflux for 16 h. 
1 5 The solution is purged with nitrogen, filtered through Celite*. and concentrated to 
give the title compound (0.46 g) which is used directly without further purification: 
1H NMR (CDaOD) 58.45-8.42 (m. 2H), 8.34-8.31 (d. 1H. J = 8.0Hz). 7.86-7.81 (m. 
2H). 7.57-7.49 (m. 4H). 4.00-3.96 (m, 1H), 3.73-3.72 (m. 1H). 3.41-3.37 (m, 1H), 
3.15-3.08 (dd. 1H. J = 1 1.5. 9.3 Hz). 2.81-2.70 (m. 1H), 1.31-1.29 (d. 3H, J = 6.9 

20 Hz); 

FAB MS found 305 (MH-^). 

Intermediate 27 

25 9.Bengyl-4.r2-hmmQethynDhenol 
A a.Rrnmfv4-met hft^fvphenethyl alcohol 

4-Methoxyphenethyl alcohol (50.0 g. 329 mmole) is dissolved In methylene 
30 chloride (300 mL) and cooled to 0»C. Bromine (20.0 mL. 388 mmole) is added 
slowly over 35 minutes. The mixture is stirred at O^C for 60 minutes . then at 23*C 
for 90 minutes. The solution is recooled to 0*»C and saturated aqueous sodium 
bisulfite Is added until the red color disappeared. The mixture is concentrated to the 
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0 



5 



aqueous layer. Ethyl acetate (300 mL) is added and the mixture is washed with 
water (2 x 100 mL), dried (MgS04) ar>d concentrated in vacuo to provide 3-bromo-4- 
melhoxyphenethyf alcohol (85.33 g) as a yellow liquid. 

1H NMR (C()CI3) 87.40 (s. 1H). 7.12 (m. 1H). 6.84 (m. 1H), 3.86 (s. 3H). 3.81 (t 
2H). 2.79 (t.2H) ppm. 



B. 2-r2-f3-Bromo^mftthnyvph«»nYpp^YHlPl 



3-Bromo-4-methoxyphenethyl alcohol (85.33 g. 369 mmde), prepared as in 
Part A. is dissolved in methylene chloride (400 mL) and cooled to OX. Pyridinium p- 
toluenesuHonate (0.74 g. 2.94 mmole) is added. Dihydropyran (41 mL. 449 mmole) 
Is added dropwise over 10 minutes. The mixture is stirred at 0°C for 2 hours, then at 
23»C for 18 hours. Water (200 mL) is added and the biphasic solution is 
concentrated to the aqueous layer. The mixture is extracted with diethyl ether (5 x 
100 mL). The combined organlcs are dried (MgS04) and concentrated in vacuo to 
afford 2-I2-(3.bromo-4-methoxyphenyl)ethylJtetrahydropyran as a dark liquid (100.13 

g)- 

1H NMR (CDCI3) 5 7.41 (m. 1H). 7.13 (m. 1H). 6.90 (m. 1H). 4.48 (m. 1H). 3.84 (s. 
3H). 3.48 (m. 2H). 3.44 (1. 2H), 2.80 (t. 2H). 1.84-1.43 (m. 6H) ppm. 



Vltehenvl mpthanni 



2-[2-(3-Bromo-4-methoxyphenyl)ethylJtetrahydropyran (10.32 g. 32.8 mmole). 
prepared as in Part B. is dissolved in tetrahydrofuran (50 mL) and cooled to -78X. 
The reaction vessel is evacuated and refilled with nitrogen. Butyllithium (40 mL of a 
1.6M solution in hexanes. 64 mmole) is added dropwise over 20 minutes and the 
solution is stirred at -78»C for 60 minutes. Benzaldehyde (3.70 mU 36.4 mmole) Is 
dissolved in tetrahydrofuran (10 mL) and slowly added. The solution is stirred at 
-78°C for 90 minutes, then warmed slowly to 23X and stirred for 18 hours. Water 
(150 mL) is added and the two layers are separated. The aqueous layer is extracted 
with ethyl acetate (3 x 25 mL). The combined organics are dried (MgS04) and 
concentrated in vacuo. The residue is chromatographed on silica gel and eluted with 
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70:30 hexaneszethyl acetate to afford {2-methoxy-5-[2-(tetrahydropyran-2- 
yloxy)ethyqphenyt}phenyl methanol as a yellow oil (5.51 g). 
lH NMR (CDCI3) 6 7.39-7.24 (m, 5H). 7.21 (m. 1H). 7.16 (d. 1H), 6.89 (d. 1H). 6.00 
(m, 1H). 4.57 (br s, 1H), 3.85 (m, 1H), 3.77 (s. 3H), 3.75 (m. 1H). 3.56 (m. 1H). 3.41 
5 (m, IH), 2.81 (t, 2H), 1.81-1.43 (m, 6H) ppm. 

D. Acetic acid (2-methoxv-5-r2-tetrahvdropvran.2.ytoxy^6thynDhenyl)ohenyl methyl 
ester 

10 {2-Methoxy-5-{2-(tetrahydropyran-2-yloxy)ethyl]phenyl}phenyi methanol (5.51 

g, 16.1 mmole), prepared as in Part C, Is dissolved in methylene chloride (35 mL) 
and cooled to O^C. Pyridine (2.50 mL. 30.9 mmole) and 4.DMAP (0.21 g. 1.71 
mmole) are added. Acetic anhydride (1.70 mL. 18.0 mmole) is added and the 
mixture is warmed to 23°C and stirred for 90 minutes. Water (100 mL) is added and 

15 the two layers are separated. The aqueous layer is extracted with methylene 

chloride (2 x 25 mL). The combined organics are dried (MgS04) and concentrated 
In vacuo. The residue is purified by silica gel chromatography and eluted with 70:30 
hexanes:ethyl acetate to provide acetic acid {2-m6thoxy-5-[2-tetrahydropyran-2- 
yloxy)ethyl]phenyl}phenyt methyl ester as a yellow oil (4.69 g). 

20 1H NMR (CDCI3) 8 7.36-7.19 (m, 7H). 7.1 1 (d, IH). 6.87 (d. IH). 4.58 (m, IH). 3.90 
(m. IH). 3.77 (s, 3H). 3.75 (m, IH), 3.57 (m. IH). 3.41 (m, IH). 2.82 (t. 2H). 2.14 (s. 
3H), 1.81-1.42 (m. 6H) ppm. 

E. 2-f2-f3-Benzyl-4-methoxyphBnvl^ethoxy^ etrahydropyran 

25 

A clean dry 3 neck 250 mL flask is charged with 20% Pd(0H)2 on carbon 
(0.88 g, 1 .25 mmole) and placed under nitrogen. Acetic ackl {2-methoxy-5-[2- 
tetrahydropyran-2-yloxy)ethyl]phenyl}phenyl methyl ester (4.69 g. 12.2 mmole). 
prepared as in Part D. is dissolved in methanol (35 mL) and is slowly added. The 
30 atmosphere is changed to hydrogen (balloon pressure) and the mixture is vigorously 
stirred for 4 hours. The mixture is filtered through a pad of Celite and the filter cake 
is washed with methylene chloride (4x10 mL). The combined filtrates are 
concentrated in vacuo. The residue is chromatographed on silica gel and eluted with 
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80:20 hexanesrethyl acetate to yield 2-I2-(3-ben2yl-4- 
methoxyphenyl)ethoxyJtetrahydropyran as a clear colorless oil (3 16 g) 
1H NMR (CDCI3) 6 7^5-7.12 (m. 5H). 7.04 (d. 1H). 6.97 (s. 1H). 6.89 (d. IH) 4 57 
(m. IH). 3.95 (s. 2H). 3.84 (q. IH). 3.78 (s. 3H). 3.75 (m. IH). 3.56 (q. IH). 3.41 (m. 
5 IH), 2.79 (t,2H). 1.81-1.44 (m.6H)ppm. 

P. 2-f3-Ben2Vl-4-mfffhnwr)hanvi^ftfhanr^| 



10 



15 



20 



2-{2-(3.Benzyl-4-methoxyphenyl)elhoxyJtetrahydropyran (3.16 g 9 70 
mmole). prepared as \n Part E. is dissolved In methanol (20 mL). p-Toluenesulfonlc 
acid (0.18 g. 0.94 mmole) is added and the mixture is stirred at 23»C for 60 minutes 
Triethylamlne (0.26 mL) is added and the mixture is concentrated to provide 2-(3- 
benzyU-methoxyphenyOethanol as a clear colorless oil (2.93 g) that is used without 
further purification. 

lHNMR(CDCl3)67.24-7.15(m.5H).7.04(d. 1H).6.91 (s. 1H).6.80(d. 1H).3.92 
(s. 2H). 3.79 (s. 3H). 3.77 (t. 2H). 2.77 (t. 2H) ppm. 

G.2.Ben?vUA-(i).hrr^^y[)f,nl^^|^ 

2.(3-BenzyM.methoxyphenyl)ethanol (2.93 g. 12.1 mmole). prepared as In 
Part F. IS dissolved in methylene chloride (30 mL) and cooled to (yc. 
Triphenylphosphine (3.24 g. 12.4 mmole) is added, followed by slow addition of 
bromine (0.62 mL. 12.0 mmole). The mixture is wam)ed to 23«>C and stirred for 3 
hours. The solution is concentrated in vacuo and the residue is chromatographed on 
silica get and eluted with 80:20 hexanes:ethyl acetate to afford 2-ben2yl-4.(2. - 
bromoethyOanisole as a yellow liquid (2.83 g). 

1H NMR (CDCI3) 5 7.26-7.17 (m.5H). 7.01 (d. 1H).6.89(s. 1H).6.80{d. IH) 393 
(s. 2H). 3.79 (s. 3H). 3.46 (t. 2H). 3.03 (t. 2H) ppm. 

30 H. 2-Ben2vl.4.rg.brnmnftthYi)phpnn| 

2-Ben2y|.4-(2-bromoethyl)anisole (0.75 g, 2.47 mmole). prepared as in Part 
G. is added to a 50 mL flask. Boron tribromide (3.00 mL of a 1.0 M solution in 



25 
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methylene chloride , 3.0 mmole) Is added and the solution turned dark brown. The 
mixture te allowed to stir at 23^0 for 2 hours. The solution is cooled to •78''C and 
methanol (-1-2 mL) is added. The solution is concentrated in vacuo. The residue is 
dissolved in toluene (5 mL) and concentrated in vacuo to yield the title compound as 
5 a dark brown oil (0.72 g) that is used without further purification. 

1H NMR (CDCI3) d 7.27-7.20 (m. 5H). 6.98 (m. 2H), 6.75 (d, 1H), 3.98 (s. 2H). 3.50 
(t,2H).3.05(t.2H)ppm. 

intermediate 28 

10 

3.(NI.AeetvltoininQ.A-methoxvDhenethvlD-toluenesuHQnate 

A. 4-Methoxyphanethyl acetate 

15 4-Methoxyphenethyl alcohol (10.24 g, 67.3 mmole) is dissolved In methylene 

chtoride (150 mL) and cooled to O'C. Pyridine (8.00 mL, 98.9 mmole) is added, 
followed by 4-DMAP (0.78 g, 6.41 mmole) and acette anhydride (7.50 mL, 79.5 
mmole). The solutton is warmed to 23»C and stirred for 2 hours. Water (200 mL) is 
added and the two layers are separated. The aqueous layer is extracted with 

20 methylene chloride (2 x 25 mL). The combined organics are dried (MgS04) and 
concentrated in vacuo to afford 4-methoxyphenethyl acetate as a yellow liquid (14.32 
g) that is used without furtiier purification. 

1H NMR (CDCI3) 6 7.13 (d. 2H). 6.81 (d. 2H), 4.22 (t, 2H). 3.79 (S. 3H). 2.84 (t, 2H), 
2.02 (s. 3H) ppm. 

25 

B. 3.Nitro-4-m6thoxyphenethyl acetate 

4-Methoxyphenethyl acetate (14.32 g, 73.8 mmole), prepared as in Part A, is 
dissolved in acetic acid (100 mL). The solution is cooled to 0°C and concentrated 
30 nitric acid (14.5 mL, 232 mmole) is added, followed by sodium nitrite (7.62 g, 1 10 
mmole). The solutton is stirred at 0*C for 2 hours, then at 23*C for 3 hours. The 
suspension is recooled to 0*0 and concentrated nitric ackJ (14 mL) is added. The 
mixture is stirred at 0*C for 30 minutes, then is warmed to 23''C and stirred for 18 
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hours. Water (300 mL) is added and the mixture is extracted with ethyl ether (7 x 50 
mL). The combined organics are washed with water (4 x 100 mL)» dried (MgS04) 
and concentrated in vacuo to provide 3*nitro-4-methoxyphenethyl acetate (21.78 g) 
as an orange oil contaminated with acetic acid. The mixture is carried on without 
5 further purification. 

1h NMR (CDCI3) d 7.70 (s, 1H), 7.39 (d, 1H), 7.01 (d, 1H), 4.24 (t. 2H), 3.92 (s, 3H), 
2.91 (t,2H). 2.02 (s, 3H) ppm. 

C. a^Amino^methoxyphenethyl acetate 

10 

To a clean dry flask is placed 10% palladium on cart)on (5.02 g, 4.71 mmole). 
3-Nitro-4-methoxyphenethyl acetate (21.78 g, 91.1 mmole), prepared as in Part B. is 
dissolved in isopropanol/ethyl acetate (75 miy75 mL) and slowly added. The 
atmosphere is changed to hydrogen and the reaction vessel is pressurized to 50 psi 

15 and shaken for 4 hours (hydrogen uptake is very rapid). The mixture is filtered 
through a pad of Celite. The filter cake is washed with methylene chloride (3 x 20 
mL). The combined filtrates are concentrated in vacuo to afford 3*amino-4- 
methoxyphenethyi acetate (14.98 g) as a daric red oil. The material is stored in the 
refrigerator and used without further purification. ^ H NMR (CDCI3) S 6.69 (d, 1 H), 

20 6.58 (m, 2H). 4.21 (t, 2H), 3.82 (s, 3H), 2.79 (t, 2H), 2.03 (s. 3H) ppm. 

P> 3-^rfAcetyl)aminp-4-methQxyphenethyl acetate 

3-Amino-4-methoxyphenethyl acetate (1.06 g, 5.07 mmole), prepared as in 
25 Part C, is dissolved in methylene chloride (15 mL) and cooled to O^'C. Pyridine (2.00 
mU 24.7 mmole) and 4-DMAP (0.0654 g, 0.54 mmole) are added. Acetyl chloride 
(0.400 mL, 5.63 mmole) is added and the solution is stirred at O'^C for 45 minutes. 
Water (20 mL) is added and the two layers are separated. The aqueous layer is 
extracted with methylene chloride (2x5 mL). The combined organics are dried 
30 (MgS04) and concentrated in vacuo. The residue is chromatographed on silica gel 
and eluted with a) 60:40 ethyl acetaterhexanes; b) 70:30 ethyl acetate:hexanes to 
afford 3-(N-acetyl)amino-4-methoxyphenethyl acetate (0.48 g) as a yellow solid. 
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1H NMR (CDCI3) d 8.24 (s. 1H). 7.73 (br s. 1H). 6.83 (d, IH). 6.79 (d. 1H), 4.22 (t. 
2H). 3.82 (s, 3H), 2.86 (t. 2H). 2.19 (s, 3H), 2.01 (s. 3H) ppm. 

F a.fM.Aftfltvt^amtnQ.4wnethoxvDhenethvt alcohol 

5 

3-(N-Acetyl)amino-4-methoxyphenethyl acetate (0.48 g, 1.93 mmole), 
prepared as in Part D. is dissolved in 4/1/1 tetrahydrofuran/methanol/Water (12 mL) 
and cooled to 0°C. Lithium hydroxide (0.21 g. 4.93 mmole) is added and the mixture 
is stirred at 0°C for 90 minutes. Saturated aqueous ammonium chloride (20 mL) is 
10 added and the mixture is extracted with ethyl acetate (2x10 mL). The combined 
oiganics are dried (MgS04) and concentrated in vacuo to provide 3-(N- 
acelyl)amino-4-methoxyphenethyl alcohol (0.34 g) as a light yellow solid that is used 
without further purHication. 1h NMR (CDCI3) 6 8.25 (s. 1 H), 7.76 (br s. 1 H), 6.88 (d. 
IH), 6.79 (d. IH). 3.84 (s. 3H). 3.82 (t. 2H). 2.81 (t. 2H). 2.19 (s. 3H) ppm. 

15 

F. a-rN-Ac6h^h aminQ.4-methoxvDhen6thvl p-toiuenesulfonate 

3-(N-Acetyl)amino^-methoxyphenethyi alcohol (0.34 g, 1.63 mmole). 
prepared as in Part E, is dissolved in pyridine (7 mL) and cooled to 0**C. p-Toluene 

20 sulfonyl chtoride (0.32 g, 1 .68 mmole) is added. The solution immediately turned red 
and then faded back into yellow. The mixture is stirred at 0°C and slowly warmed to 
23<*C over 4 hours. Water (50 mL) is added and the mixture Is extracted with ethyl 
acetate (4x10 mL). The combined organics are dried (MgS04) and concentrated in 
vacuo. The residue is chromatographed on sijica gel and eluted with 70:30 ethyl 

25 acetate:hexanes to yield the title compound (0.26 g) as a white solid. 

1H NMR (CDCI3) 58.11 (S. IH), 7.69 (m. 3H). 7.24 (d, 2H), 6.81 (d. IH). 6.77 (d. 
IH). 4.18 (t, 2H). 3.82 (s. 3H). 2.85 (t. 2H). 2.42 (s. 3H). 2.18 (s. 3H) ppm. 
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Intermediate 29 

Toiuene-4-sulfQnic acid 2.r3.acetv<.4.mflthoxvDhenvnethvl ester 
A. 1-f2-MethQXV-5-f2-ftetrahydfopyran-2-vlQxv^ethyllDhenvltethanol 



2-Methoxy>5'[2-(tetrahydropyran-2-ytoxy)ethyqbenzalciehyde (4.03 g. 15.3 
mmole), prepared as in Intermediate 38B. Is dissolved In tetrahydrofuran (20 mL) 

10 and is cooled to '7&*C. Methylllthlum (30.0 mL of a 1 .4M solution, 42 mmole) is 
added and the mixture Is allowed to warm to 23'*C over 60 minutes. The solution Is 
stirred at 23<t) for 90 minutes before water (50 mL) is slowly added (gas evolution!). 
The two layers are separated and the aqueous layer Is extracted with ethyl acetate 
(2x10 mL). The combined organlcs are dried (MgS04) and concentrated in vacuo. 

15 The residue is chromatographed on silica gel and eluted with 60:40 hexanes:ethyl 
acetate to afford 1-{2-methoxy-5-[2-(tetrahydropyran-2-yloxy)ethyl]phenyl}ethanol as 
a yellow oil (1.54 g). 

1h NMR (CDCI3) 57.20 (s. 1H). 7.11 (m, 1H), 6.80 (d. 1H), 5.08 (m. 1H). 4.59 (br s. 
1H). 3.92 (m, 1H). 3.84 (s. 3H). 3.79 (m, 1H), 3.58 (m, 1H). 3.44 (m. 1H), 2.85 (t, 
20 2H), 1.84-1.44 (m. 6H). 1.43 (d, 3H) ppm. 



B. 1 -(2-Methoxv-5-(2-ftetrahydropyran.2.yloxy^ethyl)Dhenyl )ethanone 

1-{2-Methoxy-5-I2-(tetrahydropyran-2-yloxy)ethyl]phenyl}ethanol (1.07 g, 3.82 
25 mmole), prepared as In Part A, Is dissolved in N.N-dimethylformamide (10 mL). 
Pyridinlum dichromate (1.84 g, 4.89 mmole) is added and the mixture Is stirred at 
23'*C for 18 hours. Water (50 mL) is added and the mixture Is extracted with diethyl 
ether (5x15 mL). The combined organlcs are washed with water (5 x 25 mL), then 
dried (MgS04) and concentrated in vacuo to afford 1-{2-methoxy-5-[2- 
30 (tetrahydropyran-2-yloxy)ethyl]phenyl}ethanone (0.98 g) as a dark orange liquid that 
is used without further purification. 
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lH NMR (CDCI3) 57.60 (s. 1H). 7.34 (d. 1H), 6.86 (d. 1H). 4.58 (br s. 1H). 3.88 (m, 
1H). 3.85 (S. 3H), 3.77 (m. 1H). 3.57 (m, 1H), 3.44 (m, 1H). 2.83 (t. 2H). 2.59 (s. 3H). 
1.81-1.43 (m.6H)ppm. 

5 C. l.fS-/2-HvdroxyethvlV2.methoxvDhenvnethanQne 

1-{2-Methoxy-5-[2-(tetrahydropyran-2-yloxy)ethyQphenyl}ethanone (0.98 g, 
3.51 mmole). prepared as in Part B. is dissolved in metlianol (10 mL). p- 
Tduenesulfonic acid (0.067 g, 0.35 mmole) is added and the solution turned briglit 
1 0 yeltow. The reaction is allowed to stir at 23*^ for 2 hours. Triethyiamine (0.08 mL) 
is added and the mixture is concentrated in vacuo to provide 1-[5-(2-hydroxyethyl)-2- 
methoxyphenyl]ethanone (0.80 g) as a green oH that is used without further 
purification. 

1H NMR (CDCI3) d 7.60 (s. 1H). 7.33 (d. 1H), 6.91 (m, 1H), 3.87 (s. 3H), 3.82 (t. 
15 2H). 2.80 (t. 2H), 2.59 (s, 3H) ppm. 

D. Toluene-4-suHonic acid 2.f3-acetvi-4-methoxvDhenvnethvl ester 

1-[5-(2-Hydroxyethyl)-2-methoxyphenyi]ethanone (0.80 g, 4.13 mmole) is 
20 dissolved in pyridine (4 mL). p-Toluenesulfonyi chloride (1.17 g. 6.14 mmole) is 
added and the solution is stirred at 23*>C for 90 minutes. Water (25 mL) Is added 
and the mixture is extracted with ethyl acetate (3x10 mL). The combined organics 
are dried (MgS04) and concentrated in vacuo. The residue is chromatographed on 
silica gel and eluted with 70:30 hexanes-.ethyl acetate to afford the title compound 
25 (0.59 g, ) as an orange oil. 

1H NMR (CDCI3) 5 7.71 (d, 2H). 7.43 (s. 1H). 7.25 (m. 3H). 6.87 (d. 1H). 4.18 (t. 2H). 
3.88 (S. 3H). 2.90 (t, 2H). 2.59 (s. 3H). 2.41 (s. 3H) ppm. 



30 



Intermediate 30 
1 -f6-Bromohexanoyi)-2-DyrroHdinone 
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2-Pyrrolidone (0.54 g. 6.31 mmole) is dissolved in tetrahydrofuran (10 mL) 
and cooled to •76'X>. Butyllithium (4.3 mL of a 1.6 M solution in hexane. 6.9 mmole) 
is added and the mixture Is stirred at -78°C for 40 minutes. 6-Bromohexanoyl 
chloride (1.00 mL, 6.53 mmole) is added and the solution is stirred at -JS^C for 30 
5 minutes. Saturated aqueous sodium chloride (50 mL) is added and the two layers 
are separated. The aqueous layer is extracted with ethyl acetate (2x10 mL). The 
combined organics are dried (MgS04) and concentrated in vacuo to provide the title 
compound (1.86 g) as a dark yellow liquid that is used without further purification. 
1h NMR (CDCI3) »3.80 (t. 2H), a40 (t, 2H), 2.92 (t. 2H). 2.60 (t. 2H). 2.04 (m. 2H). 
10 1.91(m,2H). 1.65 (m,2H). 1.49 (m,2H)ppm. 

Intennediate 31 

1-(2-ChloroethvlV3^nethvlsuHQny|.2.imida2olidlnone 

15 

A. 1-f2-Chloroethv!^.2.imiria2olidinone 

1-(2-Hydroxyethyl)-2-imidazolidinone (18.94 g. 146 mmole) is dissolved in 
chloroform (200 mL). Thionyl chloride (12.7 mL. 174 mmole) is added and the 
20 solution is heated to reflux for 90 minutes. The solution is concentrated in vacuo. 
The residue is extracted with ethyl acetate (3 x 50 mL) and the combined organics 
are filtered and concentrated in vacuo to afford 1-(2-chloroethyl)-2-imidazolidlnone 
as an orange solid that Is used directly without further purification. 
1h NMR (CDCI3) 5 9.18 (br s, 1H), 3.72-3.55 (m, 8H) ppm. 

25 

B. 1-f2-Chloroethvh-3-methylsulf Qnyl-2-imidazolidinone 

1-(2-Chloroethyl)-2-imidazolidinone (1.49 g, 10.0 mmole). prepared as in Part 
A. is dissolved in tetrahydrofuran (15 mL) and cooled to -78°C. Butyllithium (7.00 mL 
30 of a 1.6 M solution in hexanes, 1 1 .2 mmole) is added and the solution is stin-ed at 
-78''C for 30 minutes. Methanesulfonyl chloride (0.82 mL, 10.6 mmole) is added and 
the solution is stirred at -78°C for 30 minutes. Brine (50 mL) is added and the two 
layers are separated. The aqueous layer is extracted with ethyl acetate (2x10 mL). 
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The combined oiganics are dried (MgS04) and concentrated in vacuo to provide the 

tftle compound (2^3 g) as a dark brown solid. 

1 H NMR (COCI3) 5 3.88 (t. 2H). ^69-3.58 (m, 6H). 3.29 (s. 3H) ppm. 

5 Intermediate 32 

1.f2.ChloroethylV3-trimethvlacetyl-2-imtdazQ[idinon9 

H2-Chloroethyl}-2-imidazoiidinone (1.38 g. 9.31 mmole) is dissolved in 
1 0 tetrahydrofuran (1 5 mL) and is cooled to -78<C Butyilithium (6.50 mL of a 1 .6 M 
solution in hexanes, 10.4 mmole) is added and the solution is stirred at •78°C for 30 
mbiutes. Trimethylacetyl chloride (1 J20 mL. 9.74 mmole) is added and the solution 
is stirred at -78°C for 30 minutes. Brine (50 mL) is added and the two layers are 
separated. The aqueous layer is extracted with ethyl acetate (2x10 mL). The 
15 combined organics are dried (MgS04) and concentrated in vacuo to afford the title 
compound (1.90 g) as a dark yellow oil that is used without further purification. 

NMR (CDCI3) 5 3.85 (t. 2H). 3.68 (m. 2H). 3.59 (m. 4H), 1.38 (S, 9H) ppm. 
Analytical Calculated: C,68.3%; H, 7.1%; N, 17.1%: Found: C. 68.07%: H, 7.1 1%: 
N, 16.74%. 

20 

intemnediate 33 
1.r4-BromobutvfvlV&-valerQlactam 

25 5-Valerolactam (1 .45 g. 1 4.7 mmole) is dissolved in tetrahydrofuran (20 mL) 

and is cooled to -78°C. Butyilithium (10.0 mL of a 1.6 M solution in hexanes. 16.0 
mmole) is added and the solution is stirred at -78'*C for 60 minutes. 4-Bromobutyryl 
chloride (1.80 mL. 15.5 mmole) is added and the solution is allowed to slowly warm 
to 23**C over 2 hours, then stir at 23"C for 60 minutes. Water (50 mL) is added and 

30 the two layers are separated. The aqueous layer is extracted with ethyl acetate (2 x 
10 mL). The combined organics are dried (MgS04) and concentrated in vacuo. The 
residue is chromatographed on silica gel and eluted with 1/1 ethyl acetate/hexanes 
to afford the title compound (3.43 g) as a light yellow oil. 
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1H NMR (CDCI3) 8 3.69 (m. 2H). 3.45 (t. 2H). 3.04 (t. 2H). 2.59 (m, 2H). 2.21 (m. 
2H). 1.83(m. 4H)ppm. 

Intermediate 34 

5 

5-r2>ff3-fm-(N»Phenvtmethvl-f2.Dhenvl.Quina7olin.4.vl)aminomet hvl^Vpvrrolid!n-l. 
v»-ethvn-2-methoxv.ben?enesuHQnamidB bistrifluoroaeetatft 

A. N-fPhenvlmethvn»5-QXO-1-f1-fm.Dhenvlethvn.3./R\.Dvrrolidinecaffaoxamidft 

10 

A mixture of 5-Oxo-1-{1-(R).phenylethyl)-3-(R)-pyrrolidinecarboxylic acid, 
methyl ester (9g; 36.39 mmoI)(Culbertsorj, T.P., et al. J. Med. Chem.. 30, 171 1 
(1987)) and t>enzyiamine (30g) is allowed to stand at 23^0 for 48h. The excess 
benzylamine is removed by evaporation and the residue triturated with 
1 5 EtOAc:hexane (1 :2: 50 mL). The resulting white solid is collected by filtration to 
afford N-(PhenylmethyO-5-oxo-1 -(1 -(R)-phenylethyl)-3-(R)-pyrrolidinecarboxamide 
(7.33g). A portion is crystallized from EtOAc-hexane. 

1H NMR (CDCI3) 57.35-7.20 (m. 10H). 6.02 (br s. 1H), 5.43 (q. J = 7.2 Hz, 1H). 
20 4.40 (d, J a 5.6 Hz. 2H). 3.57 (dd. J a 7.6 Hz, J* « 9.6 Hz, 1H). 3.1 1 (t, J « 8.8 Hz. 
1H). 2.87 (quin. J = 8.4 Hz, 1H), 2.64 (ABX system. Jab = 16.4 Hz, Jax = 8.8 Hz, Jbx 
= 9.6 Hz. 2H), 1.50 (d, J = 7.2 Hz, 3H). 

Anal. Found: C, 74.35; H. 6.99; N. 8.65. C20H22N2O2 Requires: C, 74.51; H, 6.88; 
N, 8.69%. 

25 

B. 3-fSHPhenvlmethvlaminomethvn-1-n-fR>-phenvteth ynpvrrolidine 

A solution of N-(phenylmethyl)-5-oxo-1-(1-(R)-phenylethyl)-3.(R)- 
pyrrolldlnecarboxamide (6.5 g; 20.96 mmol), prepared as In Part A, in THF (100 mL) 
30 is added to a suspension of UAIH4 (2 g) in THF (100 mL) and the mixture heated 
under reflux for 2 h. The mixture is cooled to 0 and carefully treated with water 
until all excess reagent is decomposed. The resulting mixture is filtered through 
celite and the solvent evaporated. The residue is diluted with water (100 mL) and 
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extracted with EtOAc (4 x 50 mL). The combined organic layers are dried (K2CO3) 
and evaporated to afford 3-(S)-(Phenylmethylamlnomelhyl)-1-(l-(R)- 
phenylethyl)pyrrolidine as an oil (5.93 g). 

1H NMR (CDCI3) 57.35-7.19 (m. lOH). 3.78 (s, 2H). 3.17 (q, J = 6.4 Hz, 1H). 2.85 (t. 
5 8.4 Hz. 1 H). 2.59 (d. J = 7.2 Hz, 2H). 2.55-2.27 (m. 3H). 2.1 1 (dd. J = 6.4 Hz, J' = 9.2 
Hz. 1H), 1.95 (m, 1H), 1.45 (m, 1H). 1.38 (d. J = 6.8 Hz. 3H). 
13c NMR (CDCI3) 5 145.59, 140.45, 128.29. 128.19. 127.97. 127.06, 126.78. 
126.72. 65.84. 57.71, 54.51. 54.00. 52.58. 37.47. 28.89. 23.17. 

10 C. a.fRHN.Phft nylmtrfhvl-rg.Phenvl.ouinazolln-4.vltominQmethvn-1-(1-fR)- 
pht^nytethvnrivrrolidine 

A solution of 3-(S)-(Phenylmethylaminomethyl)-1-(1-(R)- 
phenytethyOpyn'olicSne 

15 (700 mg; 2.48 mmoO. prepared as In Part B, 4-chloro-2-phenyl-quinazoline (1 .2 g; 
5.0 mmol) and triethylamine (4 mL) in ethanol (5 mL) is heated at 140 OC in a sealed 
tube for 4 h. The stAvent is evaporated and the residue is partitioned between 
EtOAc (30 mL) and water (20 mL). The organic layer is separated, dried (MgS04) 
and evaporated. The residue is purified by chromatography using 25% EtOAc- 

20 hexane as eluent to afford 3-(R)-(N-Phenylmethyl-(2-Phenyl-quinazolin-4- 
yOaminomethyll-1-(1-(R)-phenylelhyOpyrrolidine as a yellow foam (1.166 g). 
lH NMR (CDCI3) 58.58 (m, 2H), 7.97 (m, 2H), 7.70 (m . 1H). 7.55-7.23 (m, 14H). 
5-04 (AB system. Jab = 16.2 Hz. 2H), 3.80 (ABX system. Jab « 13.5 Hz. Jax = 6.9 
Hz. Jbx = 7.8 Hz. 2H). 3.16 (q, J = 6.3 Hz. 1H), 2.88 (m. 1H), 2.66 (m, 2H). 1.98 (m. 

25 1 H). 1.53 (m. 1H), 1.33 (d. J = 6.6 Hz. 3H). 

D. a-fRUN.Phenvlmethvl.^2.Phenvi.o uinazolin.4.vnaminomethvnDvrrolidine 

A mixture of ammonium fonuate (600 mg). 10% Pd/C (500 mg) and 3-(R)-(N- 
30 phenylmethyl-(2-Phenyl-quinazolin-4-yl)aminomethyll-1-(1-(R)- 

phenylethyOpyrroIidine (1.16 g). prepared as in Part C. in methanol (45 mL) and 
water (15 mL) is heated under reflux for 2h. The mixture is cooled and additional 
ammonium formate (600 mg) is added followed by a further 2h at reflux. The cooled 
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mixture is filtered through celite and the solvent evaporated. The residue is 
partitioned between water (30 mL) and EtOAc (50 mL) and the organic layer is 
separated, dried (MgS04) and evaporated to afford 3-(R)-IN-Phenylmethy|.(2- 
Phenykjuina20lin-4-yl)aminomethyl]pyrrolidlne as a brown foanrj (630 mg). 
5 1H NMR (CDaOD) 58.42 (m. 2H). 8.07 (m. 1H). 7.78 (m, 1H). 5.12 (s. 2H). 3.95 (m. 
2H). 3.50-2.90 (m. 6H), 2.20 (m, 1H). 1.80 (m. 1H). 

HPLC and mass spectral analysis shows the presence of 25% of debenzylated 
material. 

10 E. 5-r2-((3-(RVfN-Phenvlmftthvl.f2.phflnvi^iitnagQlin^irf^flmi n Qmethxii\UiYrrniiH|n^ 
VlV-ethvn-2-methoxv-bengenftsiilfn namidfthifitrifluoroacetfltft 

A mixture of 3-(R)-lN-phenylmethy|.(2-Phenykjuinazolin-4- 
yOaminomethylJpyrrolidine (600 mg; 1.521 mmol). prepared as in Part D. 5.(2- 

15 chloroethyl).2-methoxy-ben2enesuHonamide (725 mg; 3.05 mmol). potassium 
carbonate (850 mg). and sodium iodide (915 mg) in 95% EtOH (6 mL) is heated at 
140 ocin a sealed tube for 6h. The solvent is evaporated and the residue treated 
with water (20 mL) and extracted with EtOAc (2 x 20 mL). The combined organic 
layers are dried (MgS04) and evaporated. Purification by chromatography using 

20 50% EtOAc-hexane then EtOAc the MeOH as eluent afforded a light brovim foam 
(630 mg). A portion of this material (300 mg) is purified by reverse phase HPLC to 
afford the title compound as a yellow powder (130 mg). 

1 H NMR (DMSOde) « 10.00 (br d . 1H). 8.41 (d. J = 6 Hz. 2H). 8.10-7.80 (m, 3H). 
7.60-7.20 (m. 12H). 7.13 (d. J = 8.4 Hz. 1H). 7.02 (m. 2H). 5.20 (br s. 2H). 3.85 (s. 
25 3H). 4.10-2.70 (m. 12H). 2.30-1 .60 (m. 2H). 

Anal. Found: C, 52.75; H. 4.63; N. 7.71. C35H37N5O3S.2.5CF3CO2H.H2O 
Requires: C. 5Z75; H. 4.59; N. 7.69%. 
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intermediate 35 

jUfg.rr3.fSVfN.Phftnvlmethvl -^g-nhftnx/l.QulPflyntirwA.vl>aminomftthvl^)-DVrrQlidin^ 
5 yl)^thyn.g.mt >thnw.ben2enftgii»fnnflmidehistrHIUQrQacetate 

A | ^.(PhftnYimethviV5-o Yfwi-n.fRVDhftnviflthviV3-fSVfTvrroli(1inft<?art?Qxamid8 

Synthesized in a manner similar to Intermecfiate 34A, using 5-oxo-1-(1-(R)- 
10 phenylethyl)-3-(S)-pyrrolidinecarlx>xyric acid, methyl ester (97%)(Cun5ertson. TP.. 
etal, J. Med. Chem.. 30, 1711 (1987)). A portion Is crystallized from EtOAc-hexane 
to yield N-(Ph6nylmethyl)-5-oxo-1-(1-(R)-ph6nylethyl)-3-(S)-pyrrolidlnecart)oxamide . 
1H NMR (CDCI3) d 7.40-7.10 (m. 10H). 6.13 (m. 1H). 5.45 (q. J = 7.2 Hz. 1H), 4.34 
(d. J = 5.7 Hz. 2H). 3.47 (dd. J = 9.0 Hz. J' = 9.9 Hz. 1 H). 3.22 (dd. J = 6.9 Hz. J* = 
1 5 9.6 Hz. 1 H). 3.01 (quin, J = 6.6 Hz, 1 H). 2.64 (ABX system, Jab = 16.8 Hz, Jax « 8.1 
Hz. Jbx = 9.3 Hz. 2H), 1.51 (d. J = 7.2 Hz. 3H). 

Anal. Found: C, 74.53; H, 6.91; N. 8.70. C20H22N2O2 Requires: C. 74.51; H, 6.88; 
N, 8.69%. 

20 R a.fRWPhenytmflthvlamln ftma«hvlV1.ri.(R)-phBnvfethvnDvrrQlidine 

Prepared in as in Intermediate 34 B from N-(phenylmethyl)-5-oxo-1-{1-(R)- 
phenylethyl)-3-(S)-pyrrolidlnecarboxamide (100%), prepared as in Part A, to yield 3- 
(R).(Phenylmethylaminomethyl)-1-(1-(R)-phenylethyl)pyrrolidine. 
25 [iH NMR (CCX:i3) 5 7.35-7.20 (m. lOH). 3.76(s. 2H), 3.16 (q. J = 6.4 Hz. 1H). 2.75 
(m. 1H). 2.65 (dd. J = 8.0 Hz. J' = 8.8 Hz. 1H). 2.58 (d. J = 7.2 Hz. 2H). 2.31 (m, 2H). 
2.1 (dd, J = 7.2 Hz. J* = 9.2 Hz, 1H), 2.00 (m, 1H), 1.44 (m, 2H), 1.37 (d. J « 6.4 Hz, 
3H). 

13c NMR (CDCI3) S 145.55, 140.43. 128.30, 128.20, 127.99, 127.11, 126.79, 
30 126.76. 65.86. 57.85. 54.36, 54.05, 52.43, 37.68, 28.87, 23.10. 
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C. 3-fSHN-Phenvlmethvl-rP-Phftnvl.otiina7ntfn.4. v f>amirinnr>flthYn.1-f-| -(R)- 

Dhenvtefhynpyrrnilflinft 

5 Prepared as In Intermediate 34 C Uom 3-(R)-(PhenylmethylamlnomethyI)-l. 

(1-(R)-phenylethyl)pyrrolldlne (91%), prepared as in Part B to yield 3-(S)-IN. 
Phenylmethy|.(2-Phenyk|uina20lln-4-yl)amlnomethylj.l -(i -(R). 
phenylethyOpyrroIldine . 

1 H NMR (CDCI3) 6 8.52 (m. 2H). 7.98 (dd. J = 8.4 Hz. J' = 12.4 Hz. 2H). 7.69 (U = 
10 7.6 Hz. 1H). 7.53-7.15 (m. 14H). 5.04 (s. 2H). 3.79 (d. 7.2 Hz. 2H). 3.12 (q. 6.4 Hz. 
1H), 2.85 (m, 1H). 2.54 (m. 2H). 2.39 (m, 2H). 1.98 (m. 1H). 1.46 (m. 1H). 1.28 (d.'j 
= 6.4 Hz, 3H). 

13c NMR (CDCI3) 5 164.10. 159.09. 153.14. 145.41. 138.73. 137.72. 132 10 
129.96. 129.11. 128.99. 128.72. 128.36. 128.22. 127.34. 127.04. 126.79. 124.87. 
15 124.5. 1 15.22. 65.49. 56.90. 55.17. 54.92, 52.28. 35.88. 28.65. 

P. 3-^SHN-Phflnvlmethvl-(2-Phftnvl-ouinay9||n.4.Yi )aminomBthyq pyrr^|j^jnft 

Prepared as In Intermediate 34 D from 3.{S).IN.phenylmethyl.(2-Pheny|. 
quina2olin-4.yl)amlnomethyO-1-(l.(R).phenylethyl)pyrroridine. prepared as In Part C 
to yield 3-(SHN-Phenylmethyl-(2.Phenyl-quinazolln.4.yl)aminomethyllpyrrolidin^ 

E- 5-r2-ff3-ff>)-fN-PhPnYlmftthvK2-nhftnvl.n»ina7otin^.vn^ni inom»thynvp Yr r^ |^ 

yl)-ethvll-2-methOXV-hPn7en6SiiHnnaTn| debistrifliiftrnq ^ ft^ f,|ft 

Prepared as in Intermediate 34 E from 3-(SHN.phenyImethy|.(2-Pheny|. 
qulnazolln.4.yl)aminomethyOpyrrolidine, prepared as in Part D to yield the title 
compound. 

No -3.030 (csO.89; MeOH). 

Anal. Found: C, 51.28; H. 4.28; N. 7.44. C35H37N5O3S.3CF3CO2H.O.5H2O 
Requires: C. 521.36; H. 4.31; N, 7.30%. 



20 
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Intermediate 36 
3-(3.lndotylW1.prQPvlm ethanesulfonate 

5 A. a-fS-lndoh/n-l-propanol 

A Slurry of lithium aluminum hydride (1.5 g. 40 mmol) in tetrahydrofuran (50 
mL) is stirred at 250C as 3-indole-3-propionic add (5.00 g. 26.43 mmol) is added in 
small portions. The mixture is heated gnder reflux for 6 h and is stirred at 250C for 
10 14 h. The mbclure is then chilled to O^C and is treated sequentially with 1 .5 mL of 
water, 1.5 mL of 15% aqueous sodium hydroxide, and 4.5 mL of water. The mixture 
is filtered and the filtrate is concentrated in vacuo to provide 3-(3-indolyl)-1-propanol 
(4.38 g) as an oil. 

1H NMR (CDCI3) * 8.00 (bs, 1H. NH). 7.62 (d, J = 8 Hz, 1H. ArH). 7.39 (d, J = 8 Hz, 
15 1H, ArH), 7.22 (t, 1H, J « 8 Hz. ArH). 7.17 (t. J = 8 Hz. 1H. ArH). 7.01 (s. 1H, ArH). 
3.78 (t. J = 6 Hz. 2H. CH2O). 2.83 (t. J = 6 Hz, 2H, ArCHa). 2.03 (m. 2H, CH2) ppm. 

B a-fa-lndolylVI-pro pylmftthanesulfonate 

20 A solution of 3-(3-indolyl)-1-propanol (2.20 g. 1 2.56 mmol). prepared as in 

Part A. in pyridine (12 mL) is chilled to O^C and treated with methanesuHonyl 
chloride (1.45 mL. 18.7 mmol). After 1 h at (PC and 3 h at 250C the mixture is 
chilled to O^C and treated with water. The mixture Is extracted with ethyl acetate. 
The combined organic phases are washed with water and saturated aqueous 

25 sodium bisulfate. Drying over magnesium sulfate and concentration in vacuo 
provided the title compound (2.26 g) as an oil. 

1 H NMR (CDCI3) 6 8.02 (bs. 1H, NH). 7.60 (d. J = 8 Hz, 1 H, ArH). 7.39 (d. J = 8 Hz. 
1H, ArH), 7.24 (t. J = 8 Hz. 1H. ArH). 7.15 (t. J = 8 Hz. 1H. ArH), 7.02 (s, 1H, ArH), 
4.27 (t. J = 7 Hz. 2H. CH2O). 2.99 (s, 3H. CH3S). 2.94 (t. 2H. J = 6 Hz. CHaAr). 2.18 
30 (m,2H, CH2) ppm. 



GI2019 



-80- 



Intenmediate 37 



2-0-Hvdroxvmflthvt-4-mftthnwDhftnytWthytm ethanestHfnnate 

5 

A. 2(3-BrQmQ-4-mftthoyvDhflnvnftthanni 

A solution of 4.methoxyphenethyl alcohol (50.0 g, 329 mmol) In 300 mL of 
dichloromethane is chilled to OOC and is treated with bromine (20 ml^ 387 mmol) 

10 dropwise. After 1 h at OOC and 2 h at 250C the mixture is chilled to OOC and is 
treated carefully with saturated aqueous sodium bisulfite until the bromine is 
consumed. The mixture is concentrated in vacuo and the residue is taken up in ethyl 
acetate. The mixture is washed with water, brine, and is dried over magnesium 
sulfate. Concentration in vacuo afforded 2(3-bromo-4-methoxyphenyl)ethanol (75.4 

15 g) as an oil. 

1H NMR (CDCI3) 57.41 (s. 1H. ArH). 7.13 (d. J = 8 Hz. 1H. ArH). 6.82 (d. J = 8 Hz 
IN. ArH). 3.87 (s. 1H. CH3O). 3.82 (t. J = 7 Hz. 2H. CH2O). 2.78 (t. J = 7 Hz 2H 
ArCH2). 2. 1 8 (s, 1 H. OH) ppm. 



2(3-BfPmO-4-methOXVnhftnvltethvl ri 1 9-Tr. m ethvl^nrnnyMimethvlsilx/lpthar 

A solution of 2(3-bromo-4.methoxyphenyl)ethanol (75.4 g. 326 mmol). 
prepared as in Part A. in N.N-dlmethylfomnamlde (300 mL) is treated with imida^Eole 
(45.0 g, 660 mmol) and (1.1.2-trlmethyl)propyldimethylsllyl chloride (68 mL, 346 

25 mmol). The mixture is stirred at 25OC for 1 4 h. then is diluted with water and 

extracted with ethyl acetate. The combined organics are washed with water, brine, 
and are dried over magnesium sulfate. Concentration In vacuo afforded 2(3-bromo- 
4.methoxyphenyl)ethyl (1.1.2-trimethyl)propyldlmethylsllyl ether (110 g) as an oil 
1H NMR (CDCI3) S 7.41 (s. 1H. ArH). 7.12 (d. J , 8 Hz. 1H. ArH). 6.81 (d. J = 8 Hz 

30 1 H. ArH). 3.88 (s. 1 H, CH3O). 3.73 (t, J = 7 Hz. 2H. CH2O). 2.73 (t. J = 7 Hz 2H 
ArCH2) 1.60 (m. 1H. CH). 0.88 (d. J = 6 Hz. 6H. CH3). 0.81 (s. 6H. CH3). o!o2 (s 
6H.CH3)ppm. ^' 
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C g(3.FQnnyl.A.methoxyphenyltethyl M.l.g.Trimethyl^proDvldimethvlsilvl ether 

A solution of 2(3-bromo-4-methoxyphenyl)ethyl (1,1^- 
trimethyl)propyldimethylsilylether (1.74 g. 4.66 mmol), prepared as in Part B. in 
5 tetrahydrofuran (5 mL) is chilled to -TSOC under nitrogen as 6.10 mL (0.46 mmol) of 
n-butyllithlum (6.1 mL, 1.55 M In hexane. 9.46 mmol) is added. After 30 min at 
-780C N,N-dimethylformamide (1 mL, excess) is added and the mixture is warmed to 
25^. Water is added and the mixture is extracted with ethyl acetate. The 
combined organics are washed with water, brine, and are dried over magnesium 
10 sulfate. Concentration in vacuo afforded 2(3-fonT)yi-4-methoxyphenyl)ethyl (1.1,2- 
. trimethylpropyi)dimethylsilyl ether (1 .45 g) as an oil. 

1H NMR (CDCI3) 8 10.60 (s, 1H. CHO), 7.80 (s. 1H. ArH), 7.58 (d. J = 8 Hz, 1H, 
ArH), 7.03 (d. J = 8 Hz. 1H, ArH). 4.04 (s, 1H, CH3O), 3.84 (t. J = 7 Hz. 2H. CH2O), 
2.90 (t. J = 7 Hz, 2H. ArCH2). 1 .60 (m, 1H. CH), 0.89 (d, J « 6 Hz. 6H. CH3). 0.84 
15 (s. 6H, CH3), 0.05 (s, 6H. CH3) ppm. 

D. g.(3-FQmiyl-4-methQxyphenyl)ethanol 

2-(3-Fonnyl-4-methoxyphenyl)ethyl{1,1.2-trimethyl)propyldimethylsilylether 
20 (1 .50 g, 4.58 mmol) in tetrahydrofuran (1 0 mL) is treated at 25^0 with 

tetrabutylammonium fluoride (6 mL. 1 M in tetrahydrofuran. 6 mmol). After 2 h at 

25% the mixture is treated with water and is extracted with ethyl acetate. The 

organic phases are washed with saturated aqueous ammonium chloride and brine. 

The mixture is dried over magnesium sulfate and concentrated in vacuo to afford 
25 2(3-fomiyt-4-methoxyphenyl)ethanol (1 .49 g crude) as an oil. 

1H NMR (CDCI3) 5 10.41 (s, 1H. CHO). 7.69 (s, 1H. ArH), 7.43 (d. J = 8 Hz, 1H. 

ArH). 6.93 (d. J = 8 Hz. 1H. ArH). 3.91 (s. 1H. CH3O). 3.81 (t. J = 6.5 Hz. 2H. 

CH2O). 2.81 (t. J = 6.5 Hz, 2H, ArCH2) ppm. 

30 E. 2-(3-Hydroxymethyl-4-methoxyphenynethvlmethanesulfonate 



2-(3-Formyl-4-methoxyphenyl)ethanol (1.40 g), prepared as in Part D, is 
stinred in pyridine (3 mL) at O^C as methanesulfonyl chloride (0.7 mL. 9.0 mmol) is 
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added. Atter 2 h at (PC the mixture is treated with 10 mL of water and 10 mL of 
isoproparioi. Sodium borohydride (1.0 g, excess) is added and the mixture is stirred 
at OOC for 1 h and at 250C for 0.5 h. Water is added and the mixture is extracted 
with ettiyl acetate. The combined organics are washed with water, saturated 
5 aqueous sodium bisulfate. and brine. Drying over magnesium sulfate and 
concentration in vacuo afforded the title compound (2.0 g) as an oil. 
1H NMR (CDCJ3) 5 7.50 (s. 1H. ArH), 7.1 1 (d, J » 8 Hz. 1H. ArH), 6.82 (d. J = 8 Hz. 
1H, ArH). 4.63 (s, 2H. ArCH20), 4.38 (t, J = 7 Hz. 2H. CH2O). 3.85 (s. 1 H. CH3O). 
2.98 (t. J = 7 Hz. 2H. AfCH2). 2.84 (s. 3H. CH3S) ppm. 

10 

Intermediate 38 

2f3-Methanesutfonvlaminomethvl.4.methQxvnh Bnvhethvl o-toutenesulfonate 
15 A.2-(3-BrQmo-4-methoxvDh6nvl)ethvl.g.T fttrahvdrQPwanylftthPr 

A mixture of 2-(3-bromo^4-methoxyphenyl)ethanol (132 g. 571 mmol) in 500 
mL of dichloromethane at OOC is treated with dihydropyran (65 mL, 71 1 mmol) and 
pyridinium p-toulenesulfonate (1.0 g). After 2 h at OOC and 48 h at 250C the mixture 
20 is concentrated in vacuo and the residue is slurried in water. The mixture is 

extracted with ethyt acetate. The organic phases are (fried over magnesium sulfate 
and are concentrated in vacuo to provide 2-(3-bromo-4-methoxyphenyl)ethyl-2- 
tetrahydropyranylether (169 g) as an oil. 

1H NMR (CDCI3) 6 7.43 (s. 1H, ArH). 7.14 (d. J = 8 Hz. 1H. ArH). 6.80 (d. J = 8 Hz. 
25 1 H, ArH), 4.58 (s, 1 H, CHO). 3.90 (m, 1 H. CH2O). 3.86 (s. 3H, CH3O). 3.73 (m, 1 H, 
CH2O). 3.56 (m, 1H. CHO). 3.42 (m. 1H. CHO). 2.80 (t, J = 7 Hz, 2H. CH2Ar). 1.81 
(m, 1H, CH2). 1.68 (m. 1H. CH2). 1.57 (m. 4H. CH2) ppm. 

B. 2-(3-Foffnvl-4-mBthoxvDhenvl^eHivl.g.Tetfahv dropvranviftthftr 

30 

A solution of 2-(3-bromo-4-methoxyphenyl)ethyl-2-tetrahydropyranylether 
(40.0 g, 127 mmol), prepared as in Part A, in 250 mL of tetrahydrofuran is chilled to 
-780C under nitrogen as n-butyllithium (170 mL. 1.55 M in hexanes, 262 mmol) is 
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added. The mixture is stirred for 30 min at -780C . N,N-Dimethyiformamide (25 ml. 
excess) is added and the mixture is warmed to 25^0 over 1 h. Saturated 
ammonium chloride is added and the mixture is diluted with water and is extracted 
with ethyl acetate. The combined organics are washed with water, brine, and are 
5 dried over mayiesium sulfate. Concentration In vacuo afforded 2-(3-formyI-4- 
methoxyphenyl)ethyl-2-tetrahydropyranylether (32.8 g) as an oil. 
1H NMR (CDCI3) S 10.51 (s. 1H. CHO). 7.65 (s. 1H. ArH). 7.43 (d. J = 8 Hz, 1H. 
ArH). 6.85 (d. J = 8 Hz. 1H, ArH). 4.57 (s. 1H. CHO). 4.03 (s. 3H. CH3O). 3.94 (m. 
IN, CH2O), 3.73 (m. 1H. CH2O), 3.60 (m. 1H. CHO). 3.43 (m. 1H. CHO). 2.90 (t. J = 
10 7 Hz. 2H. CH2Ar), 1.81 (m. 1H, CH2). 1.67 (m. 1H. CH2). 1.56 (m, 4H, CH2) ppm. 

Cg^3.Methanesutfonvlaminomethvl-4-methoxvbhenvnethanQl 

A solution of 2-(3-formyl-4-methoxyphenyl)ethyl-2-tetrahydropyranylether 
15 (1.30 g, 4.92 mmol). prepared as in Part B, in dichloromethane (20 mL) is treated 
with triethyiamine (3.5 ml.. 25.1 mmoi) and methanesulfonamide (470 mg, 4.94 
mmol). The mixture is chilled to OOQ and titanium tetrachloride (0.82 mL. 7.48 mmoi) 
is added dropwise. After 30 min at O^C the mixture is quenched with methanol and 
the resulting mixture is added to a mixture of sodium borohydride (2 g, excess) in 
20 100 mL of isopropanol at O^C. After 2 h at 250C the mixture is treated with 

saturated aqueous sodium carbonate and then is diluted with water. The mixture is 
extracted with ethyl ac^te and the organics are dried over magnesium sulfate and 
are concentrated in vacuo. 

Ttie crude product is treated in methanol (30 mL) with p-toluenesutfonic acid 
25 (0.5 g). After 1 h at 25OC the mixture is quenched with triethyiamine (1 mL). 

Concentration in vacuo and chromatography on 60 g of silica gel (elution with 30% 
ethyl acetate:hexane followed by 70% ethyl acetatethexane followed by ethyl 
acetate) afforded 2-{3-methanesulfonylaminomethyl-4-methoxyphenyl)ethanol (486 
mg) as an oil. 

30 iH NMR (CDCia) 8 7.18 (d. J = 8 Hz. 1H. ArH). 7.13 (s, 1H, ArH), 6.82 (d, J = 8 Hz. 
. 1H, ArH). 4.93 (bt. J « 6 Hz. 1H. NH), 4.28 (d. J = 6 Hz, 2H. CH2N). 8.82 (s. 3H, 
CH3O), 3.80 (t. J = 7 Hz, 2H, CH2O). 2.80 (t, J « 7 Hz, 2H, ArCH2). 2.79 (s. 3H. 
CH3S) ppm. 
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D.2f3-MethanasulfQnvtaminomethvl.4-mflthnYynhenvltethyl.r vtoutenesutfonate 

A solution of 2-(3-m©thanesulfonylamlnomethyl-4-niethoxyphenyl)8lhanol 
5 (360 mg, 1 .39 mmd), prepared as In Part C. in 3 mL of pyridine is treated with 0.5 g 
of 4-dlmethylamlnopyridlne and p-toluenesulfonyl chloride (400 mg. 2.09 mmol). 
The mixture is kept at 250C for 24 h, then is quenched with water and extracted with 
ethyl acetate. The organics are washed with water, saturated aqueous sodium 
bisultete. and brine. Drying over magnesium sulfate and concentration in vacuo 
1 0 afforded the title compound (390 mg) as an oil. 

1H NMR (CDCI3) 6 7.71 (d, J » 8 Hz. 2H. ArH). 7.29 (d. J « 8 Hz. 1H. ArH), 7.09 (d. 
J = 8 Hz. 1H. ArH). 7.00 (s, 1H, ArH), 6.79 (d. J = 8 Hz. 1H. ArH). 4.90 (bt. J = 6 Hz. 
1H. NH), 4.21 (d. J = 6 Hz. 2H. CH2N). 4.08 (t. J = 6 Hz. 2H. CH2O). 3.81 (s. 3H. 
CH3O). 2.87 (t, J = 6 Hz. 2H. ArCH2). 2.72 (s. 3H. CH3S) ppm. 

15 

Intermediate 39 

2-r3-(1-SuccinimidQvlmethvh.4.methoxvDhftnv nethvl tyTnlMftnesuHonate 
20 A. 2-(3-HvdroxvmethvU-metho)tvohflnyl)Bthy|-2.Tetrahvrim pvranyl Bhar 

A solution of 2-(3-fonT^yl-4-methoxyphenyl)ethyl-2-tetrahydropyranylether 
(30.0 g. 1 14 mmol). prepared as in Intermediate 38B. in methanol (250 mL) is chilled 
to ooc as sodium borohydride (5.00 g, 131 mmol) is added in small portions. After 2 

25 h at O^C the mixture is quenched with saturated aqueous sodium carbonate. The 
mixture is extracted with ethyl acetate. The combined organics are dried over 
magnesium sulfate and concentrated in vacuo to provide 2-(3-hydroxymethyl-4- 
methoxyphenyl)ethyl-2-tetrahydropyranylether (26.8 g) as an oil. 
IH NMR (CDCI3) 5 7.12 (bs, 2H. ArH). 6.81 (d, J = 8 Hz. 1H. ArH), 4.65 (s. 2H. 

30 CH2O), 4.58 (s. 1H. CHO). 3.83 (s. 3H. CH3O). 3.78 (t. 2H. J = 7 Hz. CH2O), 3.56 
(m. 1H. CHO). 3.42 (m. 1H. CHO). 2.81 (t. J = 7 Hz. 2H. CH2Ar). 1.79 (m. 1H. 
CH2). 1.66 (m. 1H. CH2). 1.58 (m, 4H. CH2) ppm. 
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B, 2-[3-(1>Su«iinimidoylmemylV4>methQxyphenyt]et^^^ 

A solution of 2-(3-hydroxymethyl-4-methoxyphenyl)ethyl-2- 
tetrahydropyranylether (3.00 g, 11.27 mmol)» prepared as in Part A, in 
5 tetrahydrofuran (50 mL) is chilled to O^C and treated with triphenylphosphine (3.25 
12.40 mmol) and succinimide (1.25 g,12.3 mmoO. followed by diethyl 
azodicarboxylate (2.15 mU 12.33 mmol). After 30 min at O^C and 1 h at 25^0 the 
mixture is partiaHy concentrated in vacuo and purified by chromatography on 150 g 
of silica gel (elution i^rith 30% ethyl acetate:hexane followed by 50% ethyl 
10 acetaterhexane followed by 70% ethyl acetate • hexane followed by ethyl acetate) 
to afford 2-[3*(1-succinimidoyimethyl)-4*n^ethoxyphenyl]ethyl-2- 
tetrahydropyranyiether (2.334 g) as an oil. 

lH NMR (CDCI3) 5 7.08 (d, J = 8 Hz. 1H, ArH), 6.93 (s, 1H, ArH), 6.77 (d, J = 8 Hz, 
1H, ArH), 4.69 (s. 2H, CH2N), 4.55 (bs. 1H, CHO), 3.85 (m. 1H, CH2O), 3.80 (s. 3H, 
15 CH3O). 3.76 (m, 1H, CH2O), 3.532 (m, 1H, CH2O). 3.42 (m, 1H, CH2O), 2.80 (t. J = 
7 Hz. 2H. CH2Ar). 2.73 (s, 4H, CH2CO), 1.80 (m. 1H, CH2), 1.64 (m. 1H. CH2). 1.52 
(m. 2H, CH2) ppm. 

C, 2->[3*( 1 *Succlnim}doylmethyl)-4«methoxyphenyl]ethyl«p>tQluenesulfonatQ 

20 

A solution of 2-[3-(1-succinimidoylmethyl)-4-methoxyphenyl]ethyi 2- 
tetrahydropyranylether (1.40 g, 4.03 mmol), prepared as in Part B, in 50 mL of 
methanol is treated with p*totuenesulfonic acid (0.25 g) and is kept at 25^0 for 2 h. 
The mixture is treated with 1 mL of triethylamine and is concentrated in vacuo. 

25 Chromatography of the residue through silica gel (elution with 40% ethyl acetate 
folbwed by 80% ethyl acetate • hexane) afforded the alcohol, which is stirred in 
pyridine (5 mL) at 25^C as 4-dimethylamtnopyridine (50 mg) and p-toluenesulfonyl 
chloride (1.2 g, 6.29 mmol) are added. After 12 h at 25^0 the mixture is quenched 
with water and extracted with ethyl acetate. The organics are washed with water, 

30 saturated aqueous sodium btsulfate. and are dried over magnesium sulfate. 

Concentration under reduced pressure afforded the title compound (1.25 g) as an oiL 
1 H NMR (CDCI3) 5 7.80 (d, J = 8 Hz, 2H, ArH), 7.39 (d, J = 8 Hz, 2H, ArH), 7.08 (d, 

J = 8 Hz, 1H. ArH), 6.98 (s, 1H, ArH), 6.82 (d, J = 8 Hz, 1H, ArH), 4.79 (s, 2H. 
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CH2N), 4.22 (t, J = 7 Hz, 2H. CH2O). 3.90 (s. 3H. CH3O). 2.97 (t. J = 7 Hz. 2H, 
AfCH2). 2.87 (s. 4H. CH2CO). 2.52 (s. 3H. CHgAr) ppm. 

intermediate 40 

5 

2-f3-BrOfno^mftthnvvDhenvnftthYlm ethanpsiilfftnate 

A solution Of 2K3.bromo^methoxyphenyl)ethanol (3.00 g. 12.98 mmol). prepared 
as In Intermediate 37A, in pyridine (5 mL) is stirred at OOC as melhanesuffonyl 

0 chloride (1.5 mL. 19.4 mmol) is added. After 1 h at O^C and 2 h at 25OC the mixture 
is treated with water and is dHuted with ethyl acetate. The organic phase is washed 
with water, saturated aqueous sodium bisulfate. and brine. Drying over magnesium 
sulfate and concentration in vacuo afforded the title compound (3,86 g) as an oil 
1H NMR (CDCI3) 57.41 (s. 1H. ArH). 7.16 (d. J = 8 Hz. 1H. ArH). 6.82 (d. J = 8 Hz. 

5 1H, ArH). 3.38 (t. J = 7 Hz. 1H. CH2O). 3.84 (s. 3H. CH3O). 3.98 (t. J = 7 Hz. 1H. 
ArCHa), 3.88 (s, 3H. CH3S) ppm. 

intermediate 41 

^ 2-f3-f2-Tetrahvdrofun/IV4>mPthoxvnhenYl]ot h v|.p.tnli lanAc, .H^n^ ^f. 

A. 2-f3-f2-Hvdroxv>?-tfttrahvdrofutvl^^mot hownhftnvi]a^f lY| f ^ ^ p - 
Trimethvltoronvldlmflthvisnviftthor 

> A solution of 2-(3-bromo-4-methoxypheny!)ethyl (1,1.2- 

trimethyl)propyldimethylsllyl ether (5.74 g, 15.4 mmol). prepared as in Intermediate 
37B. in tetrahydrofuran (50 mL) is chilled to -7800 and is treated under nitrogen with 
n-butyllithium (10.9 mL. 1.55 M in hexanes. 16.9 mmol). After 30 min at -7800 the 
mixture is treated dropwise with y- butyrolactone (1.73 g, 20.10 mmol). After 

• warming to 250C over 4 h the mixture is treated with saturated aqueous ammonium 
chloride. The mixture is diluted with water and is extracted with ethyl acetate. The 
organlcs are washed thoroughly with water, brine, are dried over magnesium sulfate, 
and concentrated in vacuo to provide 2-[3-(2-hydroxy-2-tetrahydrofuryl)-4- 
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methoxyphenyljethyl (1,1^-trimethyl)propyldimethylsilylether (6.09 g crude) as an 
oil. 

lH NMR (CDCI3) 57.58 (s. 1H. ArH), 7.35 (dd. J = 8. 2 Hz. 1H, ArH). 6.90 (d. J = 8 
Hz. 1H, ArH), 3.92 (s. 3H. CH3O). 3.78 (m. 4H. CH2O). 2.80 (t. J = 7 Hz. 2H. 
5 ArCH2). 2.52 (m, 2H. CH2). 2.00 (m. 2H. CH2), 1.60 (m, 1 H. CH). 1 .60 (m, 1H. 
CH). 0.85 (d. J = 7 Hz. 6H. CH3). 0.82 (s, 6H, CH3), 0.04 (s, 6H. CH3) ppm. 

R 9-[a.f9.Tfttrahvdroft irytV4.mBthoyvnhfttwltethvl f 1.1.2- 
TrinnftthytDroDvl)rtimattwisiMather 

10 

A solution Of 2-I3-(2-hydroxy-2-tetrahydrof uryl)-4-methoxyphenyl]ethyl 
(1,1.2-trimethyl)propyldimethylsllyl ether (4.00 g. 10.51 mmol). prepared as in Part A, 
in dichloromethane (20 mL) is treated With triethylsilane (3.35 mL, 21.03 mmol). The 
mixture is chilled to O^C as trifluoroacetic acid (1.7 mL, 22.1 mmol) is added. The 

1 5 mixture is kept at O^C for 1 h and at 25^0 for 6 h. The mixture is quenched with 
saturated aqueous sodium carbonate, is further diluted with water, and is extracted 
with ethyl acetate. The organic phases are washed with water, brine, and are dried 
over magnesium sulfate. Concentration In vacuo and chromatography of the residue 
on 60 g of silica gel (elullon with 20% ethyl acetaterhexane foltowed by 40% ethyl 

20 acetate:hexane) afforded 2-I3-(2-telrahydrofuryl)-4-methoxyphenyllelhyl (1.1.2- 
trimethyOpropytdimethylsilylether (3.42 g) as an oil. 

1H NMR (CDCI3) 5 7.25 (s. 1H. ArH). 7.07 (d. J = 8 Hz. 1H. ArH). 6.79 (d. J = 8 Hz, 
1H, ArH), 5.15 (t. J = 7 Hz. 1H, CHO). 4.10 (dd. J = 8, 6.5 Hz. 1H. CH2O). 3.90 (dd, 
J = 8, 6.5 Hz. 1H. CH2O). 3.79 (s. 3H. CH3O), 3.72 (t. J = 6 Hz. 2H. CH2O), 2.78 (t. 
25 J = 6 Hz. 2H. ArCH2). 2.38 (m. 1H. CH2). 1.97 (m. 2H. CH2). 1 68 (m. 1H. CH2) 
1.60 (m. 1H. CH). 0.83 (d. J = 7 Hz. 6H. CH3). 0.81 (s. 6H. CH3). 0.03 (s. 6H. CH3) 

ppm. 

C- 2.|3.f2.TetrahyrirQfurvlM -mftthQxyDhenvnethanol 

30 

A solution of 2-t3-(2-tetrahydrofuryl)-4-methoxyphenyllethyl (1 .1 .2- 
trimethyOpropyldlmethylsilylether (1.82 g. 5.00 mmol). prepared as in Part B. in 
tetrahydrofuran (10 mL) is stirred at 250C as ietrabutylammonium fluoride (7.00 mL. 
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1 M in tetrahydrofuran, 7.00 mmol) Is added. After 2 h at 250C the mixture is diluted 
with ethyl acetate and is washed with water, brine, and is dried over magnesium 
sulfate. Concentration in vacuo and chromatography on 80 g of silica gel (elution 
with 20% ethyl acetate:hexahe followed by 50% ethyl acetate:hexane followed by 
5 ethyl acetate) afforded 2-[3-(2-tetrahydrofuryl)-4-»nethoxyphenyl]ethanol (1 .05 g) as 
an oil. 

1H NMR (COaa) 8 7.31 (s, 1H. ArH), 7.13 (dd. J = 8. 2 Hz. 1H. ArH), 6.81 (d. J = 8 
H2, 1H. ArH). 5.17 (t, J « 7 Hz. 1H. CHO), 4.17 (dd. J = 8. 7 Hz. 1H. CH2O), 3.95 
(dd. J a 8. 7 Hz. 1H. CH2O). a84 (bs, 5H. CH3O. CH2O). 2.83 (t. J = 6 Hz. 2H. 
10 ArCH2), 2.41 (m. 1H. CH2). 2.00 (m. 2H, CH2). 1.71 (m, 1H. CH2) ppm. 

P.2-r3-f2-Tetrahvdroftirvn-4-methoxvnhenvnethvl.n-t niuenefiulfQnatB 

A solution of 2-I3-(2-tetrahydrofuryl)-4-methoxyphenyl]ethanol (1.05 g. 4.72 
15 mmol). prepared as tn Part C, in dichloromethane (25 mL) at 250C is treated with 
triethylamine (1.7 mL. 12.1 mmol). 4-dimethylaminopyridlne (100 mg), and p- 
toluenesulfonyl chloride (1.15 g. 6.03 mmol). After 10 h at 250C the mixture is 
treated with water and is stirred at 250C for 2 h. The mixture is extracted with ethyl 
acetate and the combined organics are washed with water, saturated aqueous 
20 sodium bisulfate. and brine. Drying over magnesium sulfate and concentration in 
vacuo afforded the title compound (1 .28 g) as an oil. iH NMR (CDCI3) s 7.71 (d. J = 
8 Hz, 2H. ArH). 7.29 (d. J = 8 Hz. 2H. ArH). 7.17 (s. 1H. ArH). 6.98 (dd . J = 8, 2 Hz, 
1H. ArH). 6.71 (d. J 8 Hz, 1H, ArH), 5.07 (t. J = 7 Hz, 1H, CHO), 4.16 (t. J = 7 Hz, 
2H. CH2O), 4.03 (dd. J » 8, 6.5 Hz, 1H. CH2O), 3.88 (dd, J = 8. 6.5 Hz, 1H, CH2O), 
25 3.79 (s. 3H. CH3O), 2.88 (t. J = 7 Hz. 2H. ArCH2). 2.38 (m. 1H. CH2). 1.93 (m, 2H. 
CH2). 1.61 (m. 1H. CH2) ppm. 
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Intermediatfl 42 

2-(Methgxy-phenyl)-aH-quina2Qlin-4-QnB 

5 

A mixture of o-methoxybenzaidehyde (10g. 73.4 mmol). anthraniiamide (lOg. 
73.4 mmol) and sodium bisulfite are dissolved in dimethytacetamide (85m!). The 
solution Is heated to reflux for 2h. The solution is poured into water (1 liter) and 
filtered. The fitter cake is washed with ethanol and ethyl ether. The product is dried 
10 under vacuum. The crude material is recrystallized from hot dimethylformamide to 
afford 14.94g of the title compound. 

NMR iH (300MHz. DMSO) 5 12.08 (s, 1H). 8.15 (d, 8.8 Hz. 1H). 7.83 (t. 7.1Hz. 1H). 
7.71 (m. 2H). 7.55 (m.2H), 7.18 (d. 8.3Hz, 1H). 7.1 (t. 7.6 Hz. 1H). 3.8 (s. 3H). 
NMR 13c (75MHz. DMSO) 8161.2. 157.1, 152.3. 149.0. 134.4. 132.2. 130.4. 127.4. 
15 126.5. 125.8. 122.6. 120.9. 120.4. 1 1 1.8. 55.8. 
Mas Spec; IMH+]=253. 

C.H,N calcd for C15H12O2N2 C: 71 .42. H: 4.79. N: 1 1.10. 
Found C: 71.32. H: 4.83. N: 11.13. 

20 Intermediate 43 

g-(3.TrifltJorome thyl-phenyn.aH-ouina7Qlin.4-Qne 

A mixture of m-trifluromethylbenzaldehyde (5g, 28.7 mmol). anthraniiamide 
25 (3.9g, 28.7 mmol) and sodium bisulfite are dissolved in dimethylacetamide (33ml). 
The solution is heated to reflux for 2h. The solution is poured into water (1 liter) and 
filtered. The filter cake is washed with ethanol and ethyl ether. The product is dried 
under vacuum. The crude material is recrystallized from hot dimethylformamide to 
afford 1.52g of title compound. 
30 NMR 1H (DMSO) 58.52 (s. 1H). 8.48 (d. 7.9Hz, 1H). 8.17 (dd. 0.44Hz. 6.9Hz. 1H). 
7.95 (d. 8.2Hz. 1H). 7.85 (m. 3H), 7.56 (m. 1H). 

NMR 130 (75 MHz, DMSO) S 162.21, 151.05, 148.51. 134.78, 133.75. 131.82, 
129.91, 127.92. 127.88. 127.71. 127.07, 125.93. 124.55, 124.50, 121.22. 
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Mass Spec MH+=: 291 

C.H.N calcd for C15H9N2O1F3. C: 62.07. H: 3.13. N: 9 65 
Found. C: 62.02, H: 3.14. N: 9.64. 

^ Intermediate 44 

2•f4'N^t^^>■nhftnv^.aH^.,^nf^y^^ln->^-^^p 

Synthesized in a manner similar to Intennediate 43. using p- 
T!^!'^^^^ ^^-^ ^-^79 of purified product . 

15 

Intennediate 45 

2-m.Tolyl.;^H^^.|,^ azotin^.^ |ryft 

20 Sy"»^®si2ed in a manner simiIartolntemiediata43. using m- 

methytt,enzaldehyde(10g..83.3mmol)to afford 5.069 

lHNI^R(300MHz.DMSO)8 8.15(dd.1H2.7.4Hz.1H).8.01(s.1H) 796(m 1H) 
7.8 (m.1H). 7.33 (m.1H). 7.48 (m.2H). 7.45 (m.1H). ^.96 (m. 1H). 

25 |\4ass Spec IVIH+= 236.98 



30 



Intermediate 46 
2-PYridlnvl~4.vl.3H^iMna^^tf^>i-^»P 



Synthesized in a manner similar to Intemiediate 43. using 4.pyridlne 
cartx>xaldehyde (15g. 46.7 mmol)e to afford 3.5g of 2-Pyridinyl-4.yl-3H.quinazolin-4- 
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■•h NMR (300 MHz. DMSO) 5 12.73 (bfs, 1H), 8.75 (s, 2H). 8.15-8.03 (m. 3H), 7.91- 
7.76 (m, 2H), 7.54 (m. 1H). 
Mass Spec tAH*-~ 224.03 

5 intermediate 47 

R-5-f2-(3-AminQ-Dvrrolidin-1-vn-ethvn-g-methoxv-ben2e nesuHQnamida 

A. QRVI -Benzvt-Dvnolidin.3.vl-t.btitQxvcarbQnvtaminft 

10 

(3R)-(-)-1-Benzyl-3-aminopyrrolidine (20g. 113.5 mmoi) is dissolved in 
acetonltriie. To this solution at 23^0 is added di-t-butyl dicart>onate (29.7g, 136.2 
mmol) and diisopropylethyl amine (23.7 mL, 136.2 mmol). The solution is stirred at 
23^ for 4h. and concentrated in vacuo. The crude material is purified by flash 
15 chromatography (Si02. Ethyl acetate: Hexane 20: 80) to afford 25g of the title 
compound. 

NMR lH (DMSO, 300MHz) 5 7.3 (s,5H), 6.95 (d.1H). 3.9 (brs.lH). 3.5 (s. 2H). 2.65 
(t.1H), 2.4 (m, 2H), 2.2 (m, 1H). 2.0 (m. 1H). 1.55 (m. 1H), 1.3 (s, 9H). 

20 B. f3RV3-t-Butoxvcarbonvl.amlnQPvrrQlidina 

10% palladium on carbon is added to a solution of (SR^I-benzyl-pyn'Oiidin-S- 
yM-butoxycarbonylamine (25.0 g, 90.4 mmol), prepared as in Part A, in ethanol 
(180ml) under N2. The flask is filled with an H2 balloon then repeatedly evacuated 
25 and purged with hydrogen to remove all N2, then stirred for 14 h. The solution is 
purged with N2 filetered through Celite and concentrated to give (3R)-3-t- 
butoxycarbonyl-aminopyrrolidine (1 3.8g). 

NMR 1H (CDCI3. 3OOMH2) 8 5.06 (d.lH. J=5.8Hz). 4.05 (s. 1H). 3.04 (br s. 1H), 
3.02-2.96 (m, 2H), 2.86 (q, 1H. J=6.3 Hz). 2.74 (dd, 1H, J=11.2, 3.1 Hz). 2.07-2.00 
30 (m, 1H). 1.57-1.51 (m. 1H), 1.38 (s, 9H). 
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C.f3R)-S-f2-f3-t-BtJtoxvi»rbonv^aminfvpy rroiidin.1.vn-ethvll.g.rnft»hnyy. 
benzenasutfonamidft 

(3R)-3-t-ButoxycarbonyJ-aminopyrrolidine (13.82g, 89.7 mmol), prepared as in 
5 Part B, is taken up In 1 ,4 dioxane and treated successively with 5-{2-chloroethyl)-2- 
methoxy-benzenesulfonamide (17.25g, 89.7 mmol) diisopropylethyl amine (15.65 
mL. 89.7 mmol), and sodium iodide (1 .32g, 8.97 mmol). The mixture is refluxed 
ovamite, cooled to ambient and filtered. The filtrate is diluted with ethyl acetate and 
washed with water. The combined organic extracts are dried (Na2S04), filtered and 

1 0 concentrated. The crude material is purified by column chromatography (silica gel; 
methanol: methylene chloride 10:90) to afford 18g of 3(R)-5-I2-(3-t-Butoxycarbonyl- 
amino-pyrrolidin-1.yl)-ethyl>2-methoxy-ben2enesulfonamide. 
NMR lH (DMSO. 300MH2) 8 7.55 (d. 1.9h2, 1H). 7.41 (dd. 2Hz, 8.3Hz. 1H). 7.1 (d. 
8.3H2. 1H), 7.07 (brs. 2H). 6.99 (d. 21HZ.1H), 3.84 (brs. 5H). 3.31 ( brs. 1H). 2.81 (t. 

15 8.8Hz. 1H). 2.71 (m. 2H). 2.57 (m. 2H). 2.27 (m. 1H). 1.98 (m, 1H). 1.56 (m. 1H). 
1.35 (s. 9H). 

D- R-5-r2-0-Aminf>-nvrrolidin-1-VlVftthvil.2-mflthnyv. h en?enftsiilfnnamirift 

20 (3R)-5-{2-(3-t-Butoxycarbonyl-amino-pyrrolidin-1-yl).ethylI-2-methoxy- 
benzenesulfonamide (1g. 2.,5 mmol), prepared as in Part C. is taken up in 
dioxane/HCI (4N) and stirred at 230C for 2h. and concentrated to afford the title 
compound as an oil. 

NMR 1H (DMSO, 300MHz) 5 8.8 (d. 2H). 7.7 (s. 1H). 7.5 (d. 1H). 7.2 (d. 2H). 7.0 (s, 
25 2H), 3.9 (brs. 5H). 3.7-3.3 (m. 5H). 3.3-3.0 (m. 3H). 2.3-2.0 (m. 2H). 

Intermediate 48 
5-f2-chloroethvlV2.mftthftyv.hc n2enestjlfonarTT irtft 

30 

1-(2-chloroethyl).4-methoxy benzene (56.5 g, 331 mmol) is cooled to 0 C and 
treated dropwise with chlorosulfonic acid (120 mL). The reaction is altowed to warm 
to 23 C and stirred for 4 h. The purple mixture is poured cautiously and slowly onto 
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ioe. This mixture is extracted with ElOAc (2 x 750 mL) and the combined organic 
layers are dried (MgS04) and concentrated to a brown oil. The oil is dissolved in 
THF (310 mL), cooled to -20 C, and a large excess of ammonia is condensed into 
the flask. The readfon Is stirred for 1 h at -20 C. then allowed to warm to 23 C and 
5 stirred for 1 5h. The solvent is evaporated and the residue triturated with EtOAc. 
The off-white solid is washed with water and vacuum dried to afford the title 
compound as a white solid (36g). 

1H NMR (DMSOkJS) 87.62 (d. 1H. J « 2.2 Hz), 7.47 (dd. 1H. J = 8.6. 2.2 Hz). 7.14 
(d. 1H. J = 8.5 Hz). 7.03 (s. 2H), 3.86 (s, 3H), 3.81 (t, 2H. J = 6.9 Hz), 3.00 (t. 2H. J = 
10 6.8 Hz). 

mp 158-161 C 

Intennediate 49 

15 g-phenyU-D ipftrazin-l .vl.Quina2Qline 

A suspension of 4-chloro-2-phenylquinazoline (AM-ex-OL, Aldrlch) (20g. 83.1 
mmol) and 1-benylpiperazine (14.4 mU 83.1 mmol) In Isoamyl alcohol (400 mL) is 
heated at 145 C for 3h. The solvent is evaporated and the residue taken up in 

20 CH2CI2 (80 mL) and treated with HCI in Et20 (250 mL of a 1 N solution). The 

resulting suspension Is stirred at 23 C for 1h, and the hydrochloride salt of the benzyl 
amine product collected by filtration (32g, 91%). A portion of this product (1 1 .Bg. 
30.4 mmol) is taken up in MeOH (250 mL). cooled to -78 C. treated with 10% Pd/C 
(10g) and ammonium formate (9.59g. 152 mmol), and heated at reflux for 2h. The 

25 mixture is allowed to cool to 23 C, filtered through celite. and the solvent is 

evaporated. The residue is taken up in CHCI3 (250 mL) and 2N NaOH (200 mL). 
and the organic layer is separated. The organic layer is washed with brine (1 x 200 
mL), dried (K2CO3), and concentrated to afford the title compound as a yellow solid 

(3.3g). 

30 1 H NMR (CDCI3) S 8.59 (m. 2H). 8.01 (d. 1 H, J « 8.3 Hz). 7.93 (d, 1 H. J = 8.3 Hz). 
7.76 (dt. 1H. J = 7.1, 1.4 Hz), 7.51 (m. 4H), 3.88 (m, 4H). 3.17 (m. 4H). 
C18H18N4 - 0.125 H20 requires C: 73.88. H: 6.29. N: 19.15, found C: 73.90. H: 
6.22. N: 19.13. 
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10 



15 



20 



mp 108-1 IOC 

Intemftediate 50 



^ A mixture of 5.(2.chloroethyl)-2-methoxy-ben2enesulfonamlde (41g 188 
mmol). prepared as in Intemiediate 48. N-Boc piperezhe (35g. 188 mmol). K2CO3 
(78g. 564 mmol). and Nal (1g). in CH3CN (800 mL) is stirred with a mechanical 
stirrer and heated at reflux for I8h. The mixture is filtered and concentrated to a 
yellow foam. The foam is purified by chromatography on silica using 5% MeOH: 
CH2CI2 as eluent to afford the product as an oil. This oil is treated with 4N HCI in 
dioxane (400 mL) and stirred for 18h. The resulting precipitate is washed with EtaO 
(3 X 200 mL) and dried to afford the title compound as a white solid (22g) 
hi mn (DMSO-dB) d 9.86 (br. 2H). 7.66 (d. 1H. J = 1.9 Hz). 7.47 (dd. 1H. J = 8 5 
2.2 Hz) 7.17 (d. 1H. J = 8.5 Hz). 7.06 (s. 2H). 3.87 (s. 3H). 3.72 (m. 2H). 3.6 - 3.2 ' 
(m.8H),3.07(m.2H). 



Intemiediate 51 

8-ChlQrQ-2-t>hftnvl-aH.qiiinayfff|n..f-^^ 
25 A. 2-nitrO-3-Chloro hanygntiffft 

A suspension of 3-chloro.2-nitro benzoic acid (lOg. 49.6 mmol) in SOCI2 (50 
mL) IS heated at reflux for 1 h. The solution is poured slowly into a mixture of 
concentrated NH4OH (250 mL) and ice (200 mL). The precipitate is collected 
30 washed with H2O. and recrystallized from DMF to afford 2-nitro.3.chloro benzamide 
as an off-white solid (6.2 g). 

7 7oT'^hT^^?H ^"^* ^'^^ ^ ' ^'^ 
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B. g.amino.3.chlQrQ benzamicte 

A suspension of 2-nitro-3-chloro benzamid© (800 mg, 4 mmo\), prepared as in 
5 Part A, in acetic acid (1 5 mL) is treated portionwise with zinc dust (1 .05 g. 16 mmoi) 
and stirred vigorously for 15h. The reaction mixture is diluted with CH2CI2 (150 mL) 
and made basic with 2N NaOH. The organic layer is washed with H2O (1 x 100 
mL), brine (1 x 100 mL). dried (Na2S04). and concmtrated. The residue is purified 
by recrystalfization from DMF to afford 2-amino-3-chloro benzamide as an off-white 
10 solid (100 mg). 

1h NMR (DMS0-d6) d 7.83 (broad. 1H). 7.47 (dd, 1H. J = 8.0. 1.4 Hz), 7.29 (dd. 1H, 
J = 7.8, 1.2 Hz). 7.24 (broad, 1H), 6.6 (broad, 2H). 6.47 (t. 1H. J = 7.8 Hz). 

C. 8.<ihlorQ-2-pheny!-3H-Quina2Qlin-4-onB 

15 

A mixture of 2-amino-3-chioro benzamide (500 mg, 2.9 mmol), prepared as in 
Part B, benzaldehyde (295 mL, 2.9 mmol) and NaHS03 (483 mg, 4.64 mmol) in 
dimethylacetamide (10 mL) is heated at 150 C for 2h. The mixture is allowed to 
cool, and poured into H2O (50 mL). The resulting solid is collected by filtration and 
20 recr^tallized from DMF, to afford the title compound as a pale yellow solid (1 00 mg, 
13%). 

1h NMR (DMSO-d6) 5 8.16 (m, 2H), 8.03 (d. 1H. J = 7.1 Hz). 7.91 (d, 1H. J » 7.6 

Hz). 7.52 (m, 4H), 7.41 (t, 1 H, J = 7.8 Hz) 

FAB MS m/z found 257 (consistent for 1 chlorine) (MH-f). 

25 

Intermediate 52 
7-chloro-2-phenyl-3H-quinazolin-4-one 

30 

A. 2-nitrp-4.chlorobenzamide 
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A suspension of 2-nitro 4-chlorobenzoic acid (lOg. 49.6 mmol) in SOCI2 (50 
mL) Is heated at reflux for 1 h. The solution is poured slowly into a mixture of 
concentrated NH4OH (250 mL) and ice (200 mL). The precipitate is collected, 
washed with H2O. and recrystalli^ from DMF to afford 2-nitro-4-chlorot)enzamide 
as a tan solid (5.1 g). 

lH NMR (DMSOd6) 58.19 (broad. 1H), 8.13 (d. 1H, J = 2.2 Hz). 7.85 (dd, 1H. J = 
8.3. 2.2), 7.77 (broad. 1H). 7.66 (d. IH. J = 8.3). 

B. 2>amino-4.chlomhPnyamifto 

A suspension of 2-nitro-4-chloro benzamide (2 g, 10 mmol). prepared as in 
Part A, in acetic acid (30 mL) is treated portionwise with zinc dust (2.6 g, 40 mmol) 
and stirred vigorously for 15h. The reaction mixture is diluted with CH2CI2 (250 mL) 
and made basic with 2N NaOH. The organic layer is washed with H2O (1 x 150 
mL), brine (1 x 150 mL), dried (Na2S04), and concentrated. The residue is purified 
by recrystallization from DMF to afford 2-amlno-4-chlorobenzamide as a pale orange 
solid (570 mg). 

lH NMR (DMSO^K) S7.77 (broad. IH. 7.52 (d. IH, J = 8.6 Hz), 7.14 (broad. IH). 
6.81 (broad. 2H). 6.72 (d. IH. J = 2.2 Hz). 6.47 (dd. IH. J = 8.5. 2.2 Hz). 

C. 7-chlorQ-g-rihenvl..'^H.quina?oBn-4^nfl 

A mixture of 2-amino-4-chlorobenzamide (500 mg, 2.9 mmol), prepared as in 
Part B. benzaldehyde (295 mL, 2.9 mmol) and NaHSOs (483 mg, 4.64 mmol) in 
dimethylacetamide (10 mL) is heated at 150 C for 2h. The mixture is allowed to 
cool, and poured into H2O (50 mL). The resulting solid is collected by filtration and 
recrystailized from DMF, to afford the title compound as a tan solid (334 mg). 
1H NMR (DMSOd6) 5 8.07 (m. 3H). 7.71 (d, IH, J = 1.4 Hz), 7.47 (m. 4H).5 

Intenrnediate 53 



2-CVCloh6XVI.3H-Quinaynfin.^.ftno 
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A mixture of o-aminobenzamWe (12.14g, 89.2 mmol). cydohexane 
carboxaldehyde (lOg. B9.2 mmol). and NaHSOs (14g. 134 mmoO in 
dimelhylacetamide (120 mL) is heated at 150 C for 2h. The mbcture is allowed to 
cool, then poured Into H2O (750 mL). The resulting solid is collected, washed with 
5 H2O (2 X 200 mL), EtOH (2 x 200 mL) and Et20 (2 x 200 mL) and dried in vacuo to 
afford the title compound as a tan solid (13.5 g). 

1h NMR (DMSO-d6) 512.08 (s. 1H). 8.05 (dd. 1H. J = 8.1. 1.2 Hz), 7.75 (dt, 1H. J = 
8.3, 1.4 Hz). 7.57 (d. 1H. J = 8.1 Hz). 7.43 (t. 1H. J = 7.8 Hz). 2.55 (tt. 1H. J = 1 1.7. 
3.2 Hz). 1.88 (m. 2H), 1.77 (2H. m), 1.57 (m. 3H). 1.26 (m,3H). 
10 C14H16N20 requires C: 73.66, H:7.06. N:12.27: found 0:73.83, H: 7.01, N: 12.23. 

Intennediate 54 

g-(1 H.pyrro l-g-yl)-3H-ouina?olin-4^ne 

15 

A mixture of o-aminol)enzamide (10 g. 73.4 mmol). pyrrole 2-carboxaldehyde 
(6.98 g. 73.4 mmol). and NaHSOa (1 1.5 g. 110.1 mmoO in dimethylacetamlde (120 
mL) Is heated at 150 C for 2h. The mixture is allowed to cool, then poured into H2O 
(750 mL). The solution is extracted with CHCI3 (3 x 200 mL) and the combined 

20 organic extracts are dried (MgS04) and concentrated to a tan solid. 

Recrystallization from DMF afforded the title compound as a tan solid (6.17 g). 
1H NMR (DMS0-d6) 8 12.24 (s. 1H), 11.76 (s, 1H), 8.10 (dd, 1H. J = 7.8, 1.2 Hz), 
7.79 (dt. 1H. J = 7.1. 1.5 Hz). 7.63 (d. 1H. J = 8 Hz). 7.43 (t. 1H. J = 7.8 Hz). 7.34 (s. 
1H), 7.06 (d. 1H. J = 1.2 Hz). 6.23 (m, 1H). 

25 C12H9N3O requires C: 68.24, H:4.29, N: 1 9.89; found C:68.1 3, H: 1 9.92. 

Intennediate 55 

p-(a-rhlf>ro^-f| iinrr>-nhftnvn-3H-QUinazQiin-4-Qne 

30 

A mixture of o-aminobenzamide (8.5 g, 62.3 mmol), 3-chloro-4- 
fluorobenzaWehyde (9.88 g, 62.3 mmol), and NaHS03 (9.7 g. 93.5 mmol) in 
dimethylacetamlde (120 mL) is heated at 150 C for 2h. The mixture is allowed to 
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coo^ then poured into H2O (750 mL). The precipitated solid is collected, and dried 
in vacuo to afford the title compound as an off-white solid (16g). 
1h NMR (DMSOdS) 8 8.54 (dd. 1H. J = 7.1, 2.2 Hz). 8.34 (m. 1). 8.28 (d, 1H. J = 7.8 
Hz), 7.98 (dt, 1H. J = 8.3, 1.5 Hz), 7.88 (d. 1H. J = 7.5 Hz). 7.75 (t, 1H, J = 9.1 Hz), 
5 7.67{dt,1H.J = 8.1.1.2Hz). 

C14H8N2OFCI - 0.125 H20 requires C: 60.72, H: 3.00. N: 10.12; found C: 60.67, H: 
3.03, N: 10.11. 



10 Intermediate 56 

5-chloro-2-Dhenvl.3H.ouinazolin.4.ftnB 

A. 2.amino-e^lQrtvN NMiethvf bftn7amirip 

15 

A solution of 2-amino-6-chlorobenzoic acid (8g, 46.6 mmol). diethylaniine 
(14.5 mU 139.8 mmol). and diisopropylethylamine (10 mL) in DMF (80 mL)is treated 
with PyBrop (26 g, 55.9 mmol), and stirred for 4h. The reaction mixture is partitioned 
between EtOAc and saturated aqueous NaHC03. The organic layer is washed with 

20 1 N HCI. H2O. dried (MgS04) and concentrated to a yellow solid. The solid is 

purified by chromatography on silica using 50:50 EtOAc : Hexane as eluent to affoid 
2-amino-6-chloro-N,N-diethyl benzamide as an orange solid (5.7g). 
1H NMR (DMS0-d6) 5 7.01 (t. 1H. J = 7.8 Hz). 6.61 (m. 2H). 5.06 (s. 2H). 3.63 (m. 
1H), 3.28 (m, 1H), 3.09 (q. 2H. J = 7.4 Hz). 1.13 (t. 3H. J = 7.1 Hz), 1.00 (t. 3H. J = 

25 7.0 Hz). 

Cl 1H15N2OCI - 0.125 H2O requires C:57.7. H: 6.71. N: 12.24; found C: 57.65. H: 
6.60. N: 12.27. 

B. 5-chloro-2.Dhenvi.aH<iulnaMlin.4^nft 

30 

A solution of IDA (7 mL of a 1 .5 M solution in cyclohexane. 10.5 mmol) in 
THF (20 mL) is cooled to -30 C and treated with a solution of 2-amino-6-ch!oro-N.N- 
diethyl benzamide (2.39 g, 10.5 mmol), prepared as in Part A, in THF (10 mL) 
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dropwise. A solution o1 benzonltrile (1.2 mL. 11.6 mmol) in THF (5 mL) Is then 
added over a period of 5 minutes. The mixture Is allowed to warm to 23 C and then 
heated at reflux for 20 min. After cooling, water (60 mL) Is added and the pH of the 
mixture Is adjusted to between 5 and 6 by the addition of NH4CI The precipitated 
solid is removed by filtration, washed with H2O, and recrystalllzed from DMF to 
afford the title compound as an off-white solid (lg, 37%). 
lH mn (DMSOd6) 8 8.30 (m. 2H). 7.84 (m. 2H). 7.68 (m. 4H). 
C14H9N2OCI requires C: 65.51. H: 3.53. N: 10.91. found C: 65.68. H: 3.39. N: 

10.92. 

FABMSm/z257(MH-»-) 

Intennediate 57 

frmftrh"^-g-p^e"v'"'^H-ntiinazQlin-4-one 

^ p-{imin^^'^*>'"^-N N-rtiftthvl benzamlde 

A solution of 2-amino-5-n»thoxy benzoic acid (3.1 g. 18.5 mmol) In DMF (15 
mL) Is treated with dilsopropylethylamlne (6.4 mL. 37 mmol). diethylamine (1.9 mL. 
18.5 mmoO and BOP reagent (8.2 g. 18.5 mmol) and stirred at 23 C for 15h. The 
reaction mixture is diluted vwlh EtOAc (150 mL) and H2O (150 mL). The organic 
layer is washed with saturated aqueous NaHCOa (100 mL) and brine (100 mL), 
dried (Na2S04) and concentrated to a reddish brown oil. The oil is purified by 
chromatography on silica using 80:20 EtOAc : Hexane as eluent to afford 2-amino-5 
methoxy-N.N-diethyl benzamide as a red oil 3.8g)- 

1H NI^R (DMSOkJS) d 6.69 (m, 2H). 6.52 (d, 1H. J = 2.7 Hz). 4.48 (s. 2H), 3.63 (s. 
3H). 3.28 (m, 4H). 1 .06 (m, 6H). 

» fi-mftlhP^-^-ph«»nvi-3H-q<^'"«^"''"-^p"« 

A solution of LDA (3.6 mL of a 1.5 1^ solution in cyclohexane. 5.4 mmol) in 
THF (10 mL) is cooled to -30 C and treated vwth a solution of 2-amino-5-methoxy- 
N.N-diethyl benzamlde (1.2 g. 5.4 mmol). prepared as in Part A. in THF (5 mL) 
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dropwise. A solution of benzonitrile (0.6 mL, 5.9 mmol) in THF (3 mL) is then added 
over a period of 5 minutes. The mixture is allowed to warm to 23 C and then heated 
at reflux for 20 min. After coofing, water (60 mL) is added and the pH of the mixture 
Is adjusted to between 5 and 6 by the addition of NH4CI The precipitated solid is 
5 removed by filtration, washed with H2O, and recrystallized from DMF to afford the 
title compound as an off-white solid (0.5 g). 

lHNMR(DMSO-d6)58J28(m.2H).7.83(d. 1H,J«9.1 Hz). 7.68 (m. 4H). 7.57 (dd. 

1H, J . a8, 2.9 Hz). 4.02 (s, 3H). 

FABMSm/z253(MH+). 

10 

Intermediate 58 

4-f4rf2-Phenvl-nilina70lln.4-vlWninAra7 jn-1.vn.hiityralriohyrt«^ 
15 A. 4-r4-ff2-Phenvl-Quinazol}n.4-v!VD!nftfayin. i.vn.butan.i.(^ 

A suspension of 2-phenyl-4-piperazln.1-yl-quina2oline hydrochloride (5g, 13.8 
mmol). 4.bromobutan.1-ol (3 mU 16.6 mmoO, K2CO3 (7.63g. 55.2 mmol). and EtsN 
(3 mL) in CH3CN (15 mL) and dioxane (20 mL) is heated at 90 C for I5h. The solid 

20 is removed by filtration, and the solvent evaporated. The residue is purified by 

chromatography on silica using 5% MeOH:CH2Cl2 as eluent to afford 4-I4[(2.phenyl- 
quinazolin-4-yl)-piperazin-1-yl).butan.l-ol as an off white sofid (3g). 
1H NMR (CDCI3) 8 8.40 (m. 2H). 7.83 (d. 1H. J = 7.9 Hz). 7.73 (d. 1H. J = 7.6 Hz). 
7.58 (dt, 1H. J = 7.1. 1.2 Hz), 7.32 (m. 4H). 3.80 (m. 4H). 3.49 (m. 2H). 2.62 (m. 4H). 

25 2.37 (m, 2H). 1.59 (m, 4H). 

B.4-r4ff2-Phftnvl-nitlnazolin-4-vlVninera2in-l-vl|.hiit vraldehyde 

A mixture of 4-I4-(2-phenyl-quinazolin-4-yl)-piperazin-1.yl].bulan-1-ol (700 
30 mg, 1 .93 mmoO. prepared as In Part A. N-methyl morpholine N-oxide (340 mg, 2.9 
mmol), and powdered 4 angstrom molecular sieves (lg) in CH2CI2 (4 mL) under N2 
and at 23 C is treated with solid tetrapropyiammoniumpenuthenate (35 mg. 0.1 



GI2019 



-101- 

mmol). After 5h. the mixture is placed on a plug of silica, and eluted with EtOAc to 
afford the title compound as a white solid (466 mg). 

1H NMR (CDCI3) 8 9.79 (s. 1H). 8.55 (m. 2H). 7.95 (d. IH. J = 8.3 Hz). 7.85 (d. 1H. J 
= 8.3 H2). 7.70 (t. IH. J « 7.1 Hz). 7.46 (m. 3H). 7.38 (t, IH. J = 7.3 Hz). 3.83 (m. 
5 4H). 2.64 (m. 4H), 2.47 (dl. 2H, J = 6.9. 1.2 Hz). 2.41 (t. 2H. J « 6.8 Hz). 1.86 (m. 
2H). 

Intermediate 59 

10 s.(.'vnhiQr<yom pyn.g.methow-hftn7ftnesulfonamide 

Chlorosulfonic acid (22 mL. 329 mmol) is added slowly via an addition funnel 
to neat 3-(4.methoxyphenyl)propyl chloride (8.6 g. 47 mmol) which is chilled at o'C 
in an ice bath. After 45 min the solution is slowly poured with stimng into Ice water. 

1 5 The mixture is then extracted with ethyl acetate. The combined organic layers are 
dried over magnesium sulfate, filtered and concentrated to a brown oH Ammonia is 
then condensed Into a solution of the brown oB and dioxane (30 mL) via a coldf inger. 
The reaction is stin-ed at room temperature for 16 h and is then filtered. The white 
solid that formed is washed with ethyl acetate. The filtrate Is then extracted with 

20 saturated sodium bicarbonate solution, dried with magnesium sulfate, filtered and 
concentrated to give a pale yeltow solid which is recrystallized from a hot methanol : 
ethyl acetate : hexane mixture (1:4:5) to give the title compound (5.8 g): 
1H NMR (DMSO^) 5 7.55 (d. IH. 2 Hz). 7.41 (dd. IH. J= 1. 9 Hz), 7.13 (d. IH. 
J= 8 Hz). 7.02 (S. 2H). 3.85 (s 3H). 3.59 (t, 2H. J= 7 Hz). 2.68 (t. 2H. J = 8 Hz). 

25 1.95(p.2H. J=7Hz); 

FAB MS m / z found 264 (MH+). 

Intermediate 60 

30 fi.(9.nhloro-ethy»Vg.metho? ^y-N.methy|.bfin7enesulfonamide 

ChlorosuHonic acid (28 mL. 413 mmol) is added dropwise via an addition 
funnel to stirring neat 2-(4-methoxyphenyl)ethyl chloride (8.8 mL. 59 mmol) which is 
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chilled to OOC in an ice bath. After 1 h the reaction mixture is poured very slowly into 
stirring ice water. The water mixture is then extracted with ethyl acetate. The 
organic layers are combined, dried with magnesium sulfate, filtered and 
concentrated to yield 5-(2-chloro-ethyO-2-methoxy-ben2enesulfonyl chloride as a 
5 yaPow on. Next aqueous methylamine (14 mL. 140 mmol) is added dropwise via an 
addition funnel to a solution of 5-(2-chloro-ethyl).2«^nethoxy-ben2enesulfonyl chloride 
(7.6 g, 28 mmol) in dioxane ^5 mL). The reaction mixture Is stirred at room 
temperature for 1.5 h and is then heated at TO'C for 1 h. Upon coonng. saturated 
sodium bicarbonate solution is added, and the mixture Is extracted with ethyl 
10 acetate. The organic layers are combined, dried with magnesium sulfate, filtered, 
and concentrated to yield a yellow oil which Is then purified by silica gel 
chromatography using an eluent of methanol:methylene chloride (1:9) to give the title 
compound as a pale yellow solid (4.8 g): 

1H NMR (DMSOds) 5 7.61 (d. 1H. J= 2 Hz). 7.46 (dd. 1H. J= 2. 9 Hz). 3.89-3.79 
15 (m. 5H). 3.01 (t. 2H. J= 7 Hz), 2.37 (d. 3H. J= 5 Hz); 
FAB MS m / z found 264 (MH+). 

Intermediate 61 

^ 5-f2-ChlQrP-ftthvt)-meth0XV-NN.dimethv»AAnrAr > esulfonflmirtft 

Aqueous dimethylamine ( 20 mL. 1 40 mmol) is added dropwise via an 
addition funnel to a solution of 5-{2-chloro-ethyl)-2-methoxy-benzenesulfonyl chloride 
(7.6 g, 28 mmol). The reaction mixture is stirred at room temperature for 45 min and 

25 is then heated at 700C for 1 h. Upon cooling, saturated sodium bicarbonate solution 
Is added and the mixture is extracted with ethyl acetate. The combined organic 
layers are then dried wHh magnesium sulfate, filtered and concentrated to a yellow 
oil. The yellow oil is purified by silica gel chromatography using an eluant of 
methanol : methylene chloride (1:9) to give the title compound (1.9 g)- 

30 1 H NMR (DMSOde) 6 7.63 (d. 1H. J= 2 Hz). 7.54 (dd. 1H. J« 3. 9 Hz). 3.88-3.79 
(m. 5H). 3.01 (t. 2H. J= 6 Hz). 2.69 (s. 6H): 
FAB MS m/z found 278 (MH+). 
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intermediate 62 

5 i.Bromo-2-chlorDethane (3.0 mL. 36 mmoO and potassium carbonate (3.7 g. 

36 mmol) are added to a stirring solution of S^iydroxybenzamWe (2.5 g, 18 mmol) in 
dioxane (13 mL). The mixture is refluxed for 5 h. then cooled to room temperature 
and diluted with sodium bicarbonate solution. The mixture is washed with 
chloroform and the organic layers are combined and concentrated to give the the 

10 title compound ( 1.7 g): 

1H NMR (CDCI3) 87.01 (t, 1H. J= 8 Hz). 6.57 (d. 2H. J= 8 Hz). 4.21 (t. 2H. J= 6 

Hz). 3.85 (s. 6H). 3.76 (t. 2H. J = 7 Hz); 
FAB MS m /z found 200 (MH+) 

15 

Intermediate 63 

a-fA.f;>-Phenvl-n>'ina7Qlin.4-Y t)-pif»rarin.1-vn-nrQDVlamlne 

20 A stirred solution of 2.{3-I4-(2-pheny|.quinazolM-yl)-piperazin-1-y!hpropyl}- 

isolndole-1.3 dione (16.79 g. 35 mmol). prepared as in Example 72. in absolute 
ethanol (350 mL) is warmed and hydrazine hydrate (4.4 mL. 140 mmol) is added. 
The reaction mixture Is refluxed for 4 h. After cooling, the mixture is concentrated. 
The residue is partitioned between sodium bicarbonate solution and chlorofom). The 

25 sodium bicarbonate layer is washed with chloroform. The organic layers are 
• combined, dried over sodium sulfate, filtered and concentrated. The residue Is 
purified by silica gel chromatography using an eluant of methanol:methylene chloride 
(1:9 to 2:3 with 0.1% to 3.0% ammonium hydroxide) to give the title compound 
(10.58 g): 

30 1H NI^R (DMS0-d6) 88.47-8.44 (m. 2H). 7.97 (d. 1H. J- 8 Hz). 7.85 (d. 1H. J= 8 
Hz). 7.80-7.76 (m. 1H). 7.50-7.47 (m. 4H). 3.81-3.79 (m. 4H). 2.64-2.55 (m. 6H). 
2.36 (t. 2H. J = 7 Hz). 1.54 (p, 2H. J = 7 Hz); 
FAB I^S m /z found 348 (MH+). 
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5 



15 



Intermediate fid 

2-r-f2-PhftnV^^ll^na2Q^in»4•vlV^^inera^in■1.vlT.Q^h y |am^nftf^{ma|ftj ^|^ 
A. 2H 2 -f4-f2-Phftnvklllina70lin.4.vt^.p{pflrayir).1.v|).ethylVi5f^ 



N-(2-BromoethyOphthalamlde (15.0 g, 59 mmol). potassium cartx>nate (24.5 
g. 177 mmol) and sodium iodide (4.42 g. 30 mmoO are added to a stirring solution of 
10 2.phenyM.plpera2lne.1.yk?ulna2ollne (17.27 g. 59 mmol). The reaction mixture is 
refluxed for 16 h. After cooling, the mixture is concentrated and the residue is 
partitioned between water and ethyl acetate. The aqueous layer is washed with 
ethyl acetate. The organic layers are combined, dried with magnesium sulfate, 
filtered and concentrated. The resuHIng whfte solid Is trfturated in ethyl acetate and 

then filtered to give 2^2-(4-(2.phenyk,ujna2olln.4.yl).plpera2in-1.yl)-ethyl}.isoindole- 
1.3KJIone(19.6g): 

lHNMR(DMSad6) 6 8.46-8.44 (m.2H). 7.97 (d. 1H. J = 8 Hz). 7.88-7.76 (m. 6H), 
7.51-7.46 (m, 4H), 3.76-3.73 (m. 6H). 2.68-2.65 (m. 4H). 2.61 (t. 2H. J= 6 Hz)- 
FAB MS m /z found 464 (MH+). 
20 Anal. Calcd. for C28H25N5Q2 : C.54.16: H. 4.12; N. 9.87. Found: C. 54.31 • H 
4.12; N. 9.86. ' ' 



B. 2-r-f2-Phfmvl-QUina70tln-4-vl^.piner«T.n.1.Y| ^ thvtamrni> ^^ fllfffUft 

Hydrazine hydrate (4.65 mL. 148 mmol) is added to a stirring solution of 2.{2- 
I4-(2.phenyl-qulnazolln-4-yl).plpera2ln-1-yl}-ethyl}.|soindole-1,3-dlone (17.30 g. 37 
mmol). prepared as in Part A. in absolute ethanol (370 mL). The reaction mixture Is 
refluxed for 4 h. After cooling, the mixture Is concentrated and the residue Is 
dissolved in sodium bicarbonate solution which is m turn washed with chloroform. 
The chloroform layers are combined, dried over sodium sulfate, filtered and 
concentrated. The residue is purified by sHIca gel chromatography with the eluant 
methanol : methylene chloride (1:9 to 3:7. with 1% ammonium hydroxide) to give the 
product. The maleate salt Is made by dissolving the product in a minimal amount of 
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hot ethyl acetate and adding maleic acid (557 mg, 4.8 mmo!) which had been 
dtesolved In methanol (0.5 mL). Upon cooling, the solid which formed is filtered and 
washed wtih ethyl acetate to give the title compound (8.8 g): 
1H NMR (DMS0KJ6) 58.47-8.44 (m. 2H). 7.97 (d. 1H, J = 8 Hz). 7.85 (d. 1H. J = 8 
5 Hz). 7.50-7.46 (m, 4H), 3.81-3.79 (m. 4H), 2.64 (t. 2H. J = 7 Hz) 2.60-2.58 (m. 4H), 
2.35(t,2H, J=7Hz); 
FAB MS m /z found 334 (MH+). 

Intenfnediate 65 

10 

i>.ffi.(9.Chloro.ethvn.2.metho ^.hftngenesuHonvlaminoVacetamide 

5-(2-Chloro-€thyl)-2-methoxy-benzenesulfonyl chloride (5.78 g. 21.5 mmol) 
was dissolved in dioxane (72 mL). To this solution was added glycinamide 

15 hydrochloride (4.75 g. 42.9 mmol) and N,N-diisopropylethylamine (7 mL, 42.9 mmol) 
with stirring at room temperature for 24 h. The solution was diluted with ethyl acetate 
(100 mL) and washed with 1M H3PO4 (2 x 50 mL), H2O (1 x 50 mL). sat NaHCOa. (1 
X 50 mU) brine (1 x 50 mL). The organic phase was dried with Na2S04. filtered and 
the volatiles concentrated to a white solid. The solid was collected on a Buchner 

20 funnel by vacuum filtration and washed with ether to provide the title compound 
(5.33 g): 

Rf = 0.13 ethyl acetate in hexanes (3:1); 

1H NMR (400 MHz. DMSO-de) 5 7.60 (d. 1H, J = 2.2 Hz), 7.48 (dd, 1H, J = 8.6. 2.2 
Hz). 7.18-7.10 (m. 4H), 3.84 (s. 3H). 3.80 (t. 2H, J = 6.8 Hz). 3.37 (d. 2H, J = 4.2 
25 Hz). 2.99. (t, 2H, J = 6.8 Hz). 

Intermediate 66 
g-Phenyl-4-piperazin-1-vl-Quinazoline 

30 

Piperazine (128 g, 1.48 mole) was taken up in 1.750 L of tetrahydrofuran and 
the solution heated to near reflux to dissolve the piperazine. To this solution was 
added 2-chloro-4-phenyl quinazoline (38.5 g, 160 mmol) with an immediate increase 
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In the turbidity of the solution. Atter stirring for 14 h the reaction mixture was 
concentrated and taken up in methylene chloride (1L) then washed with water (5 x 
150 mL). and brine (1 x 150 mL). The solution was concentrated after drying and 
fHlerIng to provide the title compound as a white solid (38.6 g): 
Rf » 0.36 methanol In methylene chloride (1:20) with 1% ammonium hydroxide- iH 
NMR (DMSO-de) 88.48 (m. 2H). 8.30 (s. 1H). 8.0 (d. 1H. J = 8 Hz). 7.83 (m. 2H) 
7.50 (m, 4H), 3.8 (s, 4H). 3.09 (s, 4H) 

Intermediate 67 
4-r2-ChlorQ.ftthvn.bftnMmirto 

4-(2-Chloroethyl)-ben2oic acid (10.08 g. 54.6 mmol) was slurried in methylene 
chloride (182 mL) and to the slurry was added dimethyHormamide (4 drops) and 
portionwlse addition of oxalyl chloride (5.3 mL, 60.0 mmol) over 1 .5 h then stirring 
was continued for an addiUonal 2 h. The turbid solution becomes clear as the oxalyl 
chloride is added. (Concentrated ammonium hydroxide (100 mL) was then cautiously 
added with stirring continued for 16 h. The mixture was diluted with water (100 mL) 
and the phases separated. The aqueous phase was extracted with methylene 
chloride (2 X 75 mL). The combined organic phases were dried (Na2S04), filtered 
and the volatiles concentrated to furnish the title compound (8.63 g) as a white solid: 
Rf = 0.24 (1:1 ethyl acetate in hexanes); 

1H NMR (300 MHz. DMSO-de) 6 7.93 (bs. 1H). 7.81 (d. 2H. J - 8.0 Hz). 7.33 (d 2H 
8.3 Hz). 3.86 (t. 2H, J = 6.8 Hz). 3.05 (t. 2H, J = 6.8 Hz). 



intemiediate 68 
4•(^ . 3-D^methv^p^Deraz^n.1.vn-g-Dhftnyl^..i^^y^ljn ft 

A solution of 4-chloro-2-phenyl-quina20line (2.31 g. 9.6 mmol) in THF (50ml) was 
treated with 2.2-dimethylpiperazine (3.30 g. 28.8 mmol) Miyamoto.T.; Matsumoto.J.; 
Chiba,K.; Egawa.H.; Shibamori.K.:Minamida.A.:Nishimura.Y.; Okada.H.: Kataoka.M.; 
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J.Med-Chem. (1990),33 (6). 1645-56. and triethylamine (1.45 g.14.4mmol), and 
heated to eOtJ for 3 hr. The mixture was cooled and concentrated.The residue was 
diluted with satur'd Na2C03 (25 ml) and extracted with ethyl acetate. The organic 
phases were combined and dried over MgS04. filtered and concentrated affording 
5 the title compound (2.80 g): 

1H (CDCI3) 58.57 (d. 2H).7.91 (2d.2H). 7.75 (t.lH). 7.367.49 (m.4H). 3.77 (m.2H). 

3.58 ( S.2H), 3.20 (m.2H).1.22 (S.6H): 

FABMS319(MH-i-). 

10 intermediate 69 

A.raft.Dia7a.bicvcior3.2.noct.B.vl>-2-Dhenvl-QuinazQlin9 

A. A./3.Bftn7vl.3.8-dia7a.bieyctof 3.g 1 ]QCt.8.vlW2-Dhenvl-QuinazQline 

15 

A solution of 4-chloro-2-phenyl-quinazoline (398 mg,1.65mmol). In THF (60ml) 
was treated with 3-benzyl-3,8-diazabicyclooctane [3.2.1] (280 mg.1.38 
mmoO.Cignarella, G ©fa/. J.Org.Chem.1961. 26, 1502 and triethylamine (698 mg. 
6.9 mmoi ) and heated at 65 C for 4.5 hr.The mixture was cooled and 

20 concentrated.The crude residue was diluted with NaaCOa (1 0ml) and extracted with 
ethyl acetate.The organic phase was dried over MgS04, filtered and concentrated to 
give crude which wras column purified by silica gel chromatography using 50:50 
hexanerethyl acetate which afford 4-(3-Benryl-3,8-dia2a-bicyclol3.2.1Joct-8-yl)-2- 
phenyl-quinazoline (260 mg) 

25 1H(CDCI3) 5 8.55 (d,2H).7.98 (d.2H). 7.25-7.71 (m.10H). 4.9(bs.2H). 3.59 (s.2H), 
2.85 (d.2H). 2.65(d.2H). 2.11 (m,2H). 1.91 (m.2H): 
FABMS407(MH+). 

R ft.nia7a.t-.icvelo [3 g.1^ oct.8-vn.2-Dhenvl-QuinazQllne 

30 

A solution of 4-(3-benzyl-3.8-dia2a-bicycloI3.2.1]oct-8-yl)-2-phenyl- 
quina2oline(260mg,.63mmol) in (10ml), prepared as in Part A, methanol and 
(3.35ml) H2O under N2 was treated with 10% Pd/carbon (125 mg) followed by 
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ammonium fomiate (158.9 mg.2.52 mmol). The mixture was heated at reflux for 2.5 
hr.The reaction mixture was concentrated to a residue then stripped (3X25ml) with 
toluene to remove waler.The residue was dried affording the title compound (200 

5 1H (CDCI3) 5 8.3 (m.1H) 7.71 (t.1H). 7.55 (t.1H).7.23 (m.4H), 7.0 (m.lH). 6.92 
(m.1H). 4.71 (S.2H). 3.25 (bd.2H). 2.91(d.2H). 2.38 (s.1H). 2.05 (s.lH). 1.91 (s.2H). 

Example 1 

10 5-f2-r4-f2-Phenvl-QUina70lin-4-vlMl.41dia7Pna o .1.vl1.ethvlUP.mPthn^ . 

benzenesulfonamidebifitri fiuoroacPtatft 

Sodium Iodide (15.6 mg, 0.10 mmoO is added to 4-[1,4]Dla2epan-1-yl-2- 
phenyl-quinazoline (317.7 mg. 1.04 mmol). prepared as in Intermediate 1, in ethanol 

15 (4 ml). Then, potassium cart>onate (144.3 mg, 1.04 mmol) is added to the mixture. 
Finally. 5-(2-chloro-ethyl)-2.methoxy-benzenesuHonamlde (260.6 mg. 1.04 mmol) is 
added to the mixture and it Is heated at tSCC in a sealed tube for 15 h. Water is 
added and the reaction is extracted with ethyl acetate. The combined organic layers 
are dried with magnesium sulfate and concentrated. The residue is purified by silica 

20 gel chromatography using methanolrethyl acetate (1:9) as eluant. followed by 
reverse phase HPLC using acetonitrileiwater (5% to 40% gradient over 30 min) as 
eluant to give the title compound (70.9 mg): 
RP HPLC 19.7 min; 

1H NMR (CD3OD) 5 8.37 (d. 1H. J= 8 Hz). 8.33-8.30 (m. 2H). 8.1 1-8.01 (m. 2H). 
25 7.81-7.75 (m. 3H). 7.72-7.66 (m. 2H). 7.50 (dd. 1H. J= 9. 2 Hz). 7.16 (d. 1H. J= 9 
Hz). 4.49-4.45 (m. 4H). 3.95 (s. 3H). 4.02-3.45 (m. 4H). 3.46-3.40 (m. 2H). 3.14-3.09 
(m. 2H). 2.58-2.55 (m. 2H); 

High resolution FAB MS m/r found 518.2233 (MH*), C28Hb2N503S requires 
518.2226. 

30 Anal. Calcd. for C32H33F6N5O7S: C. 51 .54; H. 4.46; N. 9.39. Found: C. 5 1 .78- H 
4.73; N. 9.64. 
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Example 2 

?v(9-fA-fg.Phenvl-niMnfl7olifv 4 .ylflminQVDioeririin-4-vlVethvl>-2-methQXY- 
5 ^nyenesu^fpnamide bi fftfifl^nroacetate 

Synthesized in a manner similar to Example 1, using 1.(2-phenyl-quina2olin- 

4- yl)-piperldin-4-yl-amlne (618.1 mg. 2.03 mmol), prepared as in Intermediate 2. and 

5- (2-chtoro-ethyO-2-methoxy-benzenesuHonamide (507.1 mg. 2.03 mmol) to give the 
1 0 title compound (431 .3 mg). 

RP HPLC 20.7 min; 

1H NMR (CD3OD) 8 8.50 (d. 1H. J= 8 Hz). 8.37-8.34 (m. 2H). 8.08 (t. 1H. J= 7 Hz). 
7.99 (d. IN. J = 8 Hz), 7.83-7.76 (m. 3H). 7.69 (t. 2H. J = 8 Hz). 7.54 (dd. 1H. J= 9. 
2 Hz), 7.20 (d, 1H. J = 8 Hz). 5.03-4.98 (m, 1H). 3.98 (s, 3H), 3.93-3.79 (m, 2H), 
15 3.44-3.36 (m, 2H). 3.18-3.08 (m, 2H). 2.57-2.42 (m, 3H). 2.31-2.12 (m, 3H); 
High resolution FAB MS m/z found 518.2255 (MH*). C28H32N5O3S requires 
518.2226. 

Example 3 

20 

fi4g.f2.Methvl-4-fP-nhenvl.ouina ynlln.4.viVr>iDera2in-1-vn-ethvl)-2-meth0XY- 
t>ft n?e"ftS"'fonamld ft histrffluoroacetate 

Synthesized in a manner similar to Example 1. using 4-(3-methyl-piperazin-1- 
25 yl)-2-phenyl-quinazo!ine (628.8 mg. 2.07 mmol), prepared as In Intermediate 3, and 
5-(2-chloro-€thyl)-2-methoxy-benzenesulfonamide (515.9 mg. 2.07 mmol) to give the 
title compound (297.3 mg). 
RP HPLC 19.9 min; 

1H NMR (CD3OD) 8 8.38 (dd. 2H. J= 7. 2 Hz). 8.26 (d. 1H. J= 8 Hz). 8.06 (m. 2H). 
30 7.83-7.63 (m. 5H). 7.56 (dd. 1H, J= 9. 2 Hz), 7.20 (d. 1H. J= 9 Hz). 4.88-4.65 (m, 
1H). 4.40-4.25 (m. 2H), 3.98 (s. 3H), 3.94-3.81 (m. 2H), 3.66-3.55 (m, 2H), 3.49-3.36 
(m. 1H). 3.24-3-02 (m. 3H). 1.55 (d. 3H, J = 7 Hz): 

High resolution FAB MS m/z found 518.2224 (MH*). C28H32N5O3S requires 
518.2226. 
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Example4 

2-f2-Phenvl-auina2Qlin-4-vl>-1.2.3.4.6.7.12.12a.nntahvrirf v ben2QUS1a7Ppinn[1 p. 

atavrazine bistrifluorQarfttatfl 

N,N-di-teo>propytethyl amine (0.10 ml. 0.571 mmol) is added to a solution of 
1.2,3.4,6.7,l2,l2a-octahydro-benzoI4.5Ja2epino[1,2-aJpyra2ine (2a9 mg, 0.143 
mmol. Dixit. V. M. et al. Ind J. Chem. 1975. 13. 893.) In ethanol (4.8 ml). Then, 4- 
Chloro-2-phenykiuinazoline (34.4 mg. 0.143 mmol) is added and the solution is 
heated at 150°C in a sealed tube for 16 h. The solution is cooled, saturated sodium 
cart)onate is added, and the mixture is extracted with ethyl acetate. The combined 
organic layers are dried with magnesium sulfate and concentrated. The residue is 
purified by silica gel chromatography using ethyl acetate as eluant, followed by 
reverse phase HPLC using acetonitrile:water (5% to 40% gradient over 30 min) as 
eluant to give the title compound (70.4 mg): 
RP HPLC 23.0 mIn: 

NMR (CD3OD) 5 8.39-8.36 (m. 2H), 8.25 (d. 1H, J= 8 Hz). 8.09-8.03 (m, 2H). 
7.80-7.72 (m, 1H). 7.71-7.61 (m, 3H). 7.34-7.31 (m, 1H). 7.28-7.23 (m, 3H), 5.08 (dd, 
2H. J= 27, 15 Hz). 4.06 (t. 1H, J= 12 Hz). 3.94 (t. 1H. 7= 12 Hz), 3.84 (dd. 1H. J = 
13. 6 Hz). 3.76 (d. 1H, J= 13 Hz). 3.62 (m. 1H). 3.54-3.43 (m. 3H), 3.22-3.05 (m. 
3H): 

High resolution FAB MS m/z found 407.2239 (MH*). Czj^^jNa requires 407.2236. 

Example 5 

2-f2-PhenYK]uinazQlln-4-vn-i.2.3.4.6.n 12 i2a.Qctahvdro.hft n2or5fifa7fininnfi 9. 

alDvrazine bistritluoroaftfltatg 

Synthesized in a manner similar to Example 4, using 1.2.3,4,6,1 1,1 2,1 2a- 
octahydro-benzo{5,6Ja2epinoI1,2-a]pyrazine (27.9 mg. 0.138 mmol. Dixit, et al. Ind. 
J. Chem. 1975, 13, 893.) and 4-Chloro-2-phenyl-quinazoline (33.2 mg. 0.138 mmol) 
to give the title ccwnpound (55.3 mg). 
RP HPLC 22.0 min: 
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1H NMR (CD3OD) 5 a38.8.36 (m. 2H). 8.26 (d. 1H. J= 9 Hz). 8.12-8.06 (m. 2H), 
7.83-7.66 (m, 4H). 7.48-7.30 (m. 4H), 5.16-4.86 (m, 2H). 4.61 (ABq. 2H. J>w = 14 
Hz, AVAB^ 111 Hz), 4.25-3.61 (m, 5H). 3.30-3.01 (ABX, 2H). 2.48-2.37 (m. 1H), 
1.99-1.82 (m,1H); 

5 High leeolutlon FAB MS m/z found 407.2239 (MH+). C27H27N4 requires 407.2236. 

Example 6 

5.f2-f3-r2-Phenvl-Qulna7olin-4-vlaminoVDlDeridirv 1-vn-ethvl)-2-methoxv- 
10 hengenesulfonamide 

Syrithesized in a manner similar to Example 4, using 5-[2-(3-amino-piperidin- 
1-yl)-ethyll-2-methoxy-benzenesulfonamide (625.1 mg, 1.99 mmol), prepared as In 
Intermediate 4, and 4-Chloro-2-phenyl-quinazollne (480.0 mg, 1.99 mmol) to give the 

15 title compound (586.8 mg). 

1H NMR (CDCb) 68.50 (dd. 2H. J« B. 2 Hz). 7.86 (d. 1H. J* 8 Hz). 7.75 (d, 1H. J* 
2 Hz). 7.68 (t. 1H, J« 8 Hz). 7.60-7.48 (m. 1H), 7.47-7.36 (m. 4H). 7.30 (dd. 1H. J = 
8. 2 Hz). 6.83 (d, 1 H. J = 9 Hz). 6.38 (br s. 1H). 5.22 (br s. 2H). 4.74 (m. 1H). 3.89 (s. 
3H), 2.88-2.62 (m. 7H), 2.40-2.26 (m. IN). 2.00-1.61 (m. 4H); 

20 High resolution FAB MS m/z found 51 8.2227 (MH+). C28H32N5O3S requires 
518.2226. 

Example 7 

25 fi.(P.r3.^g-Phenvl-auinazolin-4-vlamlno Va2eDan-1-vn-ethvlV2-methQXV- 

^pnTftHRfiiiHnnamide 

Triethylamine (0.24 ml. 1.73 mmol) is added to a solution of 5-(2-(3-amino- 
azepan-1-yl)-ethyll-2-methoxy-benzenesulfonamide (568.3 mg. 1.73 mmol), 
30 prepared as In Intennediate 5, In tetrahydrofuran (17 ml). Then, 4-Chloro-2-phenyl- 
quinazoline (417.7 mg, 1.73 mmol) is added and the solution is heated at reflux for 
15 h. The solution is cooled, saturated sodium cartjonate is added, and the mixture 
is extracted with ethyl acetate. The combined organic layers are dried with 
magnesium sulfate and concentrated. The residue is purified by silica gel 
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chromatography using methanokethyl acetate (1:19) as etuant to give the title 
compound (362.5 mg): RP HPUO 19.6 min; 

'H NMR (CDCb) 58.51-8.48 (m. 2H), 7.86 (d. 2H. J= 8 Hz), 7.75 (s, 1H), 7.66 (t. 
IH, J= 8 Hz). 7.46-7.42 (m. 4H), 7.35 (t. 1H. J= 7 Hz). 7.24 (dd. 1 H. J= 8. 2 Hz), 
5 6.81 (d. 1 H. J = 9 Hz), 6.76 (br s, 1 H). 5.09 (s, 2H). 4.74 (s. 1 H), 3.89 (s. 3H). 3.06- 
2.78 (m, 7H). 2.66-2.60 (m. 1H). 2.13-2.09 (m, 1H). 1.93-1.56 (m. 5H); High 
resolution FAB MS m/z found 532.2387 (MH*). C29hb4N503S requires 532.2382. 
Anal. Calcd. for C29H34N5O3S: C. 63.36; H, 6.41; N, 12.74. Found: C. 63.72; H. 
6.08; N, 12.50. 

10 

Example 8 

5-f2-r3.5-Pimethvl-4-f2-Dhenvl.nuinagofin^.yl VDiDerazin-1.vH.ethvn.2.mPfhnYy. 
benzenesulfonamidft trmnnmarotat^^ 

15 

Synthesized in a manner similar to Example 7, using 5-[2-(3,5-dimethyl- 
piperazin-1-yl)-ethyl]-2-methoxy-benzenesulfonamide (1.03 g, 3.13 mmol), prepared 
as in Intermediate 6, and 4-Chloro-2-phenyl-quinazoline (502.6 mg. 2.09 mmol) to 
give the title compound (131.6 mg). 
20 RP HPLC 19.7 min; 

1H NMR (CD3OD) 5 8.50-a44 (m. 3H), 8.10-8.03 (m, 2H), 7.84 (d. 1H. J= 2 Hz). 
7.74 (t. 1H, J=: 7 Hz), 7.61-7.54 (m. 4H). 7.21 (d, 1H. J= 8 Hz). 3.99 (s. 3H). 3.78- 
3.51 (m, 2H), 3.48-3.13 (m, 8H). 1.12 (br s. 6H); 

High resolution FAB MS m/z found 532.2371 (MH*). C29l^N503S requires 
25 532.2382. 

Example 9 

5-l2-r3'Methvl-4-f2-Dhenvl-oninazQlin-4-vl ^-DiDera?in-l.vll.ethvlV2.mpthf ^yy. 
30 benzenesulfonamide trlfluornarfttata 



Synthesized In a manner similar to Example 7, using 5-[2-(3-methyl-plperazln- 
1-yl)-ethylJ-2.methoxy-benzenesulfonamide (605.2 mg, 1.93 mmol), prepared as In 
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Intermediate 7, and 4-Chloro-2-phenyl-quina2oline (464.7 mg, 1.93 mmol) to give the 
title compound (873.2 mg). 
RP HPLC 19.7 min; 

1H NMR (CD3OD) 8 8.39-8.36 (m. 2H), 8.21 (d. 1H. J= 8 Hz), 8.1 1-8.05 (m. 2H). 
5 7.82-7.64 (m, 5H). 7.52 (dd. 1H, J= 8, 2 Hz). 7.19 (d. 1H. J= 9 Hz). 5.49 (m. 1H). 
5.03-4.90 (m, 1H). 4.14 (t. 1H. J= 12 Hz). 3.97 (s. 3H). 3.85-3.81 (m. 1H). 3.73-3.65 
(m. 1H). 3.49.3.34 (m, 4H). 3.16-3.11 (m. 2H). 1.79 (d. 3H. J = 7 Hz): High resolution 
FAB MS m/^found 518.2245 (MH*), C28H32N5O3S requires 518.2225. 

10 Example 10 

S.f241.(2-Phftnvl.ouinazolin-4.vtVDiDer iriin.1.vlaminol-ethvl)-2-methQXV- 
hftn7enesulfonar rtj;;g trifluoroacetate 

15 Synthesized In a manner similar to Example 1 , using 1-(2-phenyl-quinazolln- 

4-yl)-plperadin-4-yl-amlne (610.9 mg, 2.01 mmol), prepared as In Intermediate 8. 
and 5-(2-chloro-ethyl)>2-methoxy-benzenesulfonamlde (250.6 mg. 1.00 mmol) to 
give the title compound (82.4 mg). 

1H NMR (CDCI3) 68.30 (dd. 2H. J=7. 1 Hz). 8.22 (d. 1H. J= 8 Hz). 8.06 (t. 1H. J= 
20 8 Hz). 8.02 (dt. 1 H. J = 6. 1 Hz). 7.88-7.74 (m. 3H). 7.67 (t. 2H. J = 7 Hz). 7.53 (dd. 
1H. J= 8. 2 Hz). 7.20 (d. 1H. J= 9 Hz), 5.18-5.13 (m. 2H). 3.98 (s, 3H). 3.76-3.65 
(m, 3H), 3.38-3.33 (m. 2H), 3.04 (t. 2H. J = 9 Hz). 2.46-2.42 (m, 2H), 2.01-1.92 (m, 
2H): 

High resolution FAB MS m/r found 518.2241 (MH*). C28^teN503S requires 
25 518.2226. 

Example 11 

N g-Ben7vl-N 2-mftthy|.N 4-f? -Phfinvl.auinazolin-4-vl>-DVridine-2.4-dlamine 
30 trifluoroacetate 

Synthesized In a manner similar to Example 7, using N-2-Benzyl-N 2-methyl- 
pyridine-2,4-diamine (489.9 mg, 2.30 mmol, Hertog, etal. Eur. J. Pharmacol. 1987. 
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142, 115.) and 4-Chloro-2-phenyl-quinazofine (34.4 mg. 0.143 mmol) to give the title 
compound (17.1 mg). 
RP HPLC 15.7 min; 

NMR (CD3OD) 58.47 (dd. 2H. J= 3. 1 Hz). 8.41 (s. 1H). 8.38 (d. 1H, J= 2 Hz). 
5 8.03 (dt. 1 H. J = 8. 1 Hz), 7.98 (dt. 1 H. J = 3. 1 Hz). 7.91 (d. 1 H. :/ = 7 Hz). 7.72 (dt. 
1H. J= 7, 2 Hz). 7.53-7.46 (m, 2H), 7.41-7.31 (m, 5H). 7.24 (d. 2H. J = 8 Hz), 4.90 
(s. 2H), 3.30 (s. 3H); 

High resolution FAB MS /a* found 418.2032 (MH*). Czt^^aNs requires 418.2032. 
10 Example 12 

N 2-Benzvl-N 2-methvl-N S-f2.Phenvl-Quina ?ol!n-4-v»-Dvridine-2.5-diamin6 

N 2-Benzyl-N 2-methyl-pyridlne-2.5-diamine (667.9 mg. 3.13 mmol), prepared 
15 as'm Intenmediate 9, is added to a solution of 4-Chloro-2-phenyl-quinazoline (502.5 
mg. 2.09 mmol) in tetrahydrofuran (8.4 ml) and the solution is heated at 150''C in a 
sealed lube for 15 h. The solution is cooled, saturated sodium carbonate is added, 
and the mixture is extracted with ethyl acetate. The combined organic layers are 
dried with magnesium sulfate and concentrated. The residue is purified by silica gel 
20 chromatography using ethyl acetate:hexanes (2:3) as eluant and recrystalized from 
ethyl acetate:hexanes to give the title compound (609.7 mg): 
RP HPLC 26.6 min: 

'H NMR (CDCI3) 5 8.47 (d, 2H, J= 4 Hz). 8.41 (d. 1H, J= 2 Hz). 8.02 (dd. 1H. J= 9. 
2 Hz). 7.94 (d. 1H. J= 8 Hz). 7.83 (d. 1H. J= 8 Hz). 7.73 (t. 1H. J= 8 Hz). 7.46-7.41 
25 (m. 5H). 7.36-7.24 (m, 5H), 6.59 (d, 2H. J = 9 Hz). 4.82 (s. 2H). 3. 1 0 (s. 3H): 
13C NMR (CDCb) 8 160.36. 157.86, 156.30. 150.92. 141.89. 138.61. 138.57. 
133.22, 132.75. 130.12, 129.06, 128.52. 128.39, 128.29, 127.01, 126.92, 125.82, 
124.72, 120.43, 113.70, 105.29, 53.52, 36.48; 

High resolution FAB MS found 418.2024 (MH*), C27hfe4N5 requires 418.2032. 
30 Anal. Calcd. for C27H23N5: C. 77.67; H, 5.55; N. 16.77. Found: C, 77.50: H. 5.59; 
N. 16.73. 
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Example 13 

s.g.fMftthvUf3./g-Phenvl-auin a7Qlin.4-vl>.DronvlVaminoVethvn-2-methQXV- 
5 hAn?enesulfQnflmirift trifluQroacetate 

Synthesized In a manner similar to Example 1, using methyK3-(2-phenyl- 
qulna20lln-4-yl)-propyll-amlne (89.3 mg, 0.32 mmol), prepared as In Intermediate 10, 
and 5-(2-chloro-ethyl)-2-methoxy-l)en2enesulfonamlde (160.8 mg, 0.64 mmol) to 

1 0 give the title compound (55. 1 mg). 

1H NMR (CDsOD) 8 8.56-8.53 (m. 2H). 8.28 (d. 1H. J = 8 Hz). 8.08 (d. 1H. J = 8 Hz). 
7.97 (dt. 1H. J= 7. 1 Hz). 7.78 (d. 1H. J = 8 Hz). 7.71 (dt. 1H. J= 7. 1 Hz). 7.52-7.45 
(m. 4H). 7.14 (d, 1H. J = 9 Hz). 3.96 (S, 3H). 3.57-3.32 (m, 6H). 3.30-3.00 (m. 2H), 
3.02 (S, 3H). 2.60-2.46 (m. 2H); 

15 FAB MS /n/z found 491 (MH*). 

Example 14 

S-fg.f3-rMethvl-f2-Dhenvl-auina20 lin^.vn.aminr>l-nvrrQtidin-3.vl)-ftthvn-2-methQXV- 
20 benzenesuHo namidebistrmuoroacetate 

Synthesized In a manner similar to Example 1, using methyl-(2-phenyl- 
quinazolin-4-yl)-pyrrolidin-3-yl-amine (159.1 mg, 0.52 mmol), prepared as in 
Intermediate 11. and 5-(2-chloro-ethyl)-2-methoxy-benzenesulfonamide (261.0 mg, 
25 1 .05 mmol) to give the title compound (98.3 mg). 
RP HPLC18.0 min; 

1H NMR (CD3OD) 58.51 (d, 1H, J= 9 Hz), 8.34 (d, 2H. J= 9 Hz), 8.09-8.00 (m. 
2H), 7.85-7.74 (m, 3H), 7.68 (t. 1H. J= 7 Hz). 7.59-7.56 (m. 1H). 7.18 (d. 1H. J= 9 
Hz), 4.78-4.73 (m. 1H). 4.61-4.57 (m. 2H). 4.38-4.32 (m, 2H). 3.97 (s. 3H). 3.59-3.55 
30 (m. 2H), 3.20-3.11 (m. 2H). 3.13 (s, 3H), 2.73 (m, 1H), 2.58-2.48 (m. 1H); 

High resolution FAB MS m/zfound 518.2217 (MH*), C28H32N5O3S requires 
518.2226. 
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Example 15 

5-f2-f3-Methvh3-(2-Dhenvl-Quinazolin-4-vt-amino)-Dvrrolidin.l. vn-ethvlW2.methnyy. 
5 benzenesulfonamide bistrifluoroacetata 

Sodium iodide (187.4 mg, 1.25 mmoi) is added to (3*methyt-pyrrolidin-3-yl)-(2- 
phenyt-quinazolin-4-yl)-amine (380.7 mg. 1.25 mmoi). prepared as in Intermediate 
12. in ethanol (6 ml). Then, N,N-di-/so-propyl-ethyl-amine (0.87 ml. 5.00 mmoi) is 
10 added to the mixture. Fhally. 5-(2-chloro-ethyl)-2-methoxy-ben2enesulfonamide 
(624.6 mg, 2.50 mmoi) is added to the mixture and it is heated at ISO^C in a sealed 
tube for 24 h. Water is added and the reaction is extracted with ethyl acetate. The 
combined organic layers are dried with magnesium sulfate and concentrated. The 
residue is purified by silica gel chromatography using methanolrethyl acetate (1:7) as 
1 5 eluant. followed by reverse phase HPLC using acetonitrile: water (5% to 40% 
gradient over 30 min) as eluant to give the title compound (31 1.4 mg): 
RP HPLC 20.1 min; 

NMR (CD3OD) 5 8.55 (d. 1H. J= 8 Hz). 8.31-8.28 (m. 2H). 8.09 (t. 1H. J= 8 Hz), 
8.01 (d, 1H, J= 8 Hz). 7.83-7.70 (m. 5H). 7.46 (dd. 1H. J= 9, 2 Hz), 7.12 (d, 1H, J= 
9 Hz). 4.00-3.86 (m. 1H). 3.93 (s. 3H), 3.60-3.44 (m. 4H), 3.11-2.93 (m. 4H). 2.66- 
2.47 (m, 1H). 1.95 (S, 3H): 

High resolution FAB MS m/z found 518.2213 (MH*), C28H32N5O3S requires 
518.2226. 

Anal. Calcd. for C32H33F6N5O7S: C, 51.54; H, 4.46; N. 9.39. Found: C. 51.29: H, 
4.59; N. 9.42. 

Example 16 

5-(2-f3.4-Dimethvl-3-(2-Dhenvl-Quinazolin.4-v|.aminoWnyi Toiidin-l.ylVethyl).9. 
methoxv-benzenesulfonamidft histrHluoroacPtatB 

Sodium iodide (189.3 mg. 1.26 mmoi) Is added to (3,4-dimethyl-pyrrolidin-3- 
yl)-(2-phenyl-quinazolin-4-yl)-amlne (402.2 mg, 1.26 mmoi). prepared as in 
Intermediate 13, in ethanol (6.3 ml). Then. N,N-di-/so-propyl-ethyl-amine (0.88 ml. 
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5.05 mmol) is added to the mixture. Finally. 5-(2-chloro-ethyl)-2-methoxy- 
benzenesulfonamide (630.8 mg. 2.53 mmol) Is added to the mixture and it is heated 
at 150^ In a sealed tube for 20 h. Water is added and the reaction is extracted with 
ethyl acetate. The combined organic layers are dried with magnesium sulfate and 
5 concentrated. The residue is purified by silica gel chromatography using 
methanohethyl acetate (1:9) as eluant. followed by reverse phase HPLC using 
acetonitrilerwater (5% to 40% gradient over 30 min) as eluant to give the tftle 
compound (636.2 mg): 
RP HPLC 19.8 min; 

10 1H NMR (CD3OD) 58.59 (d. 1H. J= 8 Hz). 8.26 (d. 2H. J= 7 Hz). 8.09 (t. 1H. J = 7 
Hz). 8.00 (d, 1H. J= 8 Hz). 7.82-7.77 (m. 2H). 7.74-7.70 (m. 3H). 7.45 (d. 1H. J= 8 
Hz). 7.12 (d. 1H. J= 9 Hz). 4.69 (m. 1H). 4.05 (m. 1H). 3.71 (m. 1H), 3.51 (m. 2H). 
3.13 (m. 2H). 2.99 (m. 2H). 1.83 (s. 3H). 1.35 (d. 3H. J= 7 Hz); 
High resolution FAB MS m/z found 532.2387 (MH+). C29H34N5O3S requires 

15 532.2382. 

Example 17 

ff. (?.pR.riimftthxrt-4-fg-r»h6nvl-Qu inft7olin.4-vlVninftrazin-1-vn-fithvlV2-methgXY- 

5.(2-Chloro-ethyl)-2-methoxy-benzenesulfonamide (0.25 g. 1.00 mmol) is 
added to a stirred solution of 4-(2.5-dimethyl-piperazin.1-yl)-2-pheny|.quinazollne 
(0.30 g, 0.95 mmol), prepared as in Intennediate 14, potassium carbonate (0.28 g, 

25 2.00 mmol), and sodium iodide (0.02 g. 0.10 mmol) in acetonitrile (5 ml) and the 
solution heated to reflux for 16 h. Saturated sodium carbonate is added and the 
reaction extracted with ethyl acetate. The combined layers are dried with 
magnesium sulfate and concentrated. The residue is purified by silica gel 
chromatography using hexane:ethyl acetate (1:3) as eluant. The solid obtained is 

30 recrystalized from chloroform:hexane to give the title compound (46.3 mg, ): 

1H NMR (CDCI3) 6 8.54 (m, 2H), 7.95 (m, 2H). 7.80 (s, 1H). 7.72 (m. 1H), 7.45 (m. 
5H), 6.95 (d. 1H. J = 8.6 Hz). 5.33 (s. 2H). 4.53 (m. 1H), 3.96 (s. 3H). 3.72(m, 2H), 
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3.04 (m 2H), 2.69 (m, 4H), 2.50 (m, 1H). 1.41 (d. 3H, J = 6.3 Hz), 1.01 (d. 3H, J = 
6.3 Hz): 

13C NMR (CDCb) 8 164.6. 162.0, 159.3, 154.1, 152.8, 138.6. 134.5. 133.1. 132.2. 
130.0. 129.6, 128.8, 128.3, 128.2. 124.9, 124.8, 116.3, 130.0, 129.6. 128.8. 128.3. 
5 128.2, 124.9, 124.8, 116.3. 112.0. 56.3. 55.4. 54.0. 53.0. 52.6. 51.8. 32.3. 16.6, 11.0; 
High resolution FAB MS m/z found 532.2371 (MH*^), C29H34Ns03S requires 
532.2382; 

Anal, calcd. C29H33N5Q3S H2O, C 63.37%, H 6.42%, N 12.74%. Found C 63.05%. 
H 6.14%. N 12.52%. 

10 

Example 18 

2-MethQXV-5-l2-f4-r2-Dhenvl-Quina2olin-4-vlaminoVcvcl ohexvl.amino1.ethvl^ 
benzenesulfonamidebistrifluoroacetate 

15 

4-chtoro-2-phenyl quinazoline (0.1 185 g, 0.49 mmot) is added to a stirred 
solution of 5-[2-(4-amino-cyclohexylamino)-ethyI]-2-methoxy-benzenesuifonamide 
(0.1612 g, 0.49 mmoO. prepared as in Intemiediate 15, and triethylamine (0.2 ml, 
0.98 mmol) in ethanol (5 mi) in a sealed tube and the solution heated to 150oC over 

20 16 h. Saturated sodium cartionate is added and the reaction extracted with ethyl 
acetate. The combined layers are dried with magnesium sulfate and concentrated. 
The residue is purified by silica gel chromatography using methanolrethyl acetate 
(1:3) containing 1% ammonium hydroxide as eluant, followed by reverse phase 
HPLC using acetonitrile:water (5% to 40% gradient over 30 min) as eluant to give 

25 the tWe compound (36.7 mg): RP HPLC 21.7 min.; 

1H NMR (CD3OD) 5 8.26-8.23 (m. 2H). 7.98-7.95 (d. 1H, J = 8.3 Hz). 7.63-7.59 (m, 
2H). 7.52-7.47 (m. 1H), 7.28-7.14 (m, 5H), 6.85-6.82 (d, 1H. J = 8.6 Hz), 4.27 (br s. 
1H), 3.71 (s, 3H). 2.55-2.51 (m, 5H). 1.78-1.72 (m, 2H), 1.58-1.50 (m. 6H); 
Anal. Calcd. for C33H35N5O7SF6. C 52.17%. H 4.64%, N 9.22%. Found C 52.07%, 

30 H 4.70%, N 9.33%: 

High resolution FAB MS m/z found 532.2389 (MH+). C29H34N5O3S requires 
532.2382. 
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Example 19 

/R^.g-methoxv-5-{2-f3-f2-Dheny >-quinazolin-4.ylamlnoVDvrrolidin-1-vn.ethvl)- 
5 hftnyflnftstilfonamide 

Synthesized in a manner similar to Example 18, using (R)-5-[2-(3-Amino- 
pyrrolidlri-1-yl)-ethyl]-2-methoxy-benzenesulfonamide (0.50 g, 1.68 mmol), prepared 
as in Intermediate 16. to give the title compound (322.1 mg): 
10 <H NMR (CD3OD) 58.34-8.30 (m, 2H), 8.03-8.01 (d. 1H, J = 8.0 Hz), 7.73-7.61 (m. 
3H), 7.38-7.28 (m. 5H), 6.97-6.95 (d. 1H. J = 8.5 Hz). 4.94-4.88 (m. 1H), 4.78-3.82 
(s. 3H). 3.24-350 (m. 1H). 3.04-2.99 (m. 1H). 2.80-2.57 (m. 6H). 2.39-2.36 (m. 1H). 
1.89-1.86 (m. 1H): 

13C NMR (CD3OD) 8 162.3, 161.2, 156.4, 151.3. 139.6, 134.8. 133.4, 132.6. 131.9. 
15 130.7. 128.9. 128.7, 128.5. 127.7. 126.2, 122.8. 1 15.2. 1 13.0. 60.8. 58.3. 56.0. 53.5. 
50.9. 34.1,31.6; 

Reverse Phase HPLC (5% to 40% acetonilrile:water) 17.7 min.; 
Anal. Calcd. for C27H29N5O3S H2O, C 62.17%, H 5.99%, N 13.43%. Found C 
62.43%, H 5.88%, N 13.46%; 
20 High resolution FAB MS m/z found 504.2056, C27H30N5O3S requires 504.2069. 

Example 20 

m>-2.methoxv-5-/g-ri-f2-Dhenv l-Quinazolin-4-vlVPvrrolidin-3-vlaminQVethvl)- 
25 benzenesulfonamidQbistrifluoroacetate 

5-(2-Chloro-ethyl)-2-methO)(y-benzenesulfonamide (1.29 g. 5.16 mmol) is 
added to a stirred solution (R)-1-(2-phenyl-quinazolin-4-yO-pyrrolidin-3-ylamine (1.50 
g, 5.16 mmol). prepared as in Intermediate 17, potassium cart)onate (1.43 g. 10.32 
30 mmoD, and sodium iodide (0.08 g. 0.52 mmol) in ethanol (20 ml) in a sealed tube 
and the solution heated to 150<>C for 16 h. Saturated sodium carbonate is added 
and the reaction extracted with elhyl acetate. The combined layers are dried with 
magnesium sulfate and concentrated. The residue is purified by silica gel 
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chromatography using methanol:ethyl acetate (1:49) containing 1% ammonium 
hydroxide as eluant, followed by reverse phase HPLC using acetonitrilerwater (5% to 
40% gradient over 30 min.) as eluant to give (the title compound (15.9 mg): 
RP HPLC 18.1 min.; 

1 H NMR (CD3OD) 6 8.51-8.49 (d, 1H. J = 8.3 Hz). 8.36-8.33 (m. 2H). 8.10-8.00 (m. 
2H). 7.82-7.64 (m, 5H). 7.55-7.51 (dd. 1H. J = 8.5. 2.4 Hz). 7.19-7.17 (d. 1H. J = 
8.6 Hz). 4.63-4.54 (m. 3H), 4.45-4.43 (m. 1H). 4.23-4.20 (m. 1H). 3.97 (s. 3H). 3.48- 
3.41 (m. 2H). 3.08-3.03 (m. 2H). 2.70-2.65 (m. 1H). 2.56-2.51 (m. 1H); 
FAB MS m/z found 504 (MH+); 

AnaL calcd. for C31H31N5O7SF6. C 50.89%. H 4.27%. N 9.57%. Found C 50.46%. 
H 4.27%, N 9.56%. 

Example 21 

(S)-2-MethC>XV-5-f?-r3-f2-Dhenvl-o^J^na2olin.4.vlamin o>.Dv^mliriin.1■yl].«>f^^Y'}- 
benzenesulfonamidebistrrfiiinrnflr^fttf^tft 

4-Chloro-2-phenyl quinazoiine (142.4 mg. 0.59 mmol) is added to a stirred 
solution of (S)-5.[2-(3.Amino.pyrrolldin.1.yl)^hylJ-2-melhoxy.benzenesulfonamide 
(177.2 mg, 0.59 mmol), prepared as in Intemnediate 18. and triethylamine (0.2 ml, 
1.18 mmol) in tetrahydrofuran (6 ml) and the solution heated to reflux for 16 h. The 
solution is concentrated, saturated sodium carbonate added, and the reaction 
extracted with ethyl acetate. The combined layers are dried with magnesium sulfate 
and concentrated. The residue is purified by silica gel chromatography using 
methanohethyl acetate (gradient of 1:49 to 1:1) containing 1% ammonium hydroxide 
as eluant, followed by reverse phase HPLC using acetonitrile:water (5% to 40% 
gradient over 30 min.) as eluant to ^'ve the title compound (120.2 mg): 
RP HPLC 18.6 min.: 

1 H NMR (CDCb) 5 8.53-8.50 (m. 2H), 7.89-7.85 (m. 2H). 7.70-7.65 (m. 2H). 7.47- 
7.34 (m. 4H). 7.27-7.20 (m, 1H). 6.83-6.80 (d, 1H. J s 8.3 Hz). 6.46-6.44 (d, 1H. J = 
7.3 Hz). 5.90-5.30 (br s. 2H). 5.02 (m, 1H). 3.84 (s. 3H). 2.92-2.82 (m. 2H). 2.72-2.28 
(m.7H). 1.84-1.81 (m. 1H): 
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13C NMR (CDaOD) 6 162.0, 160.9. 156.2, 151.1. 140.0. 135.3. 133.9, 132.8, 131.7. 
131.3. 129.5. 129.3. 129.0. 128.2, 126.7. 123.3. 115.0, 113.5. 61.2. 58.7. 56.7. 54.0. 
51.4, 34.6. 32.1; Anal. Calcd. tor C31H31F6N5O7S H2O. C 49.67%, H 4.44%. N 
9.34%. Found C 49.67%, H 4.23%, N 9.23%; 
5 High resolution FAB MS m/z found 504.2064 (MH*). C27H30N5O3S requires 
504.2069. 

Example 22 

10 ^qVNI-Acetvl-g-methQxv.5-(? -t3.f2-phenvl-niiina7Qlin.4-vlaminoVDvrfQlidin-1-vn- 

ethvlVbenzenft sulfonamidebistrifluoroacetate 

(S)-2-Methoxy-5-{2-[3-(2-phenyl-quinazolin-4-ylamlno)-pyrrolldln-1-yll-ethyl}- 
benzenesuKonamide bistrifluoroacetate, prepared as In Example 21 , is added to a 

15 stirring solution of acetic anhydride (5.9 mg, 57.9 mmol). diisopropyl ethyl amine (5.0 
Hl, 28.9 jimol), and N,N-dimethyl amino pyridine (catalytic 0.1%) in tetrahydrofuran 
(10 ml) and the solution heated to reflux 16 h. The solution is concentrated and the 
residue purified by reverse phase HPLC using acetonitrile:water (20% to 30% 
gradient over 30 min.) as eluant to give the title compound (4.5 mg): 

20 RP HPLC 10.1 min.; 

High resolution FAB MS m/z found 546.2181 (MH+), C29H32N5O4S requires 
546.2175. 

Example 23 

25 

fRW2.Hvdroxv.5-(P-f3-f2-tihenv t.niiina?olln-4-vlminoVDvrrQlidin-1-vl1-ethvl)- 
^^ftpyenfisiilfonamide bifitrifliioroacetate 

Boron tribromide (1M solution in dichloromethane, 0.2 ml, 202.0 mmol) is 
30 added to a stirred solution of (S)-N-Acetyl-2-methoxy-5-{2-l3-(2-phenyl-quina2olin-4- 
ylamlno)-pyn'olidin-1-ylhethyl}-benzenesulfonamlde bistrifluoroacetate. prepared as 
in Example 22. in dichloromethane at 0»C. The solution is allowed to warm to room 
temperature over 2 h. Methanol Is added (5 ml), the solution stirred for 10 min. . and 
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then concentrated. The residue is \aken up in aqueous methanol (50%. 10 ml) and 
the solution stirred for 10 mins. Aqueous sodium bicarbonate (5%, 10 ml) is added 
and the reaction extracted with ethyl acetate. The combined layers are dried with 
sodium sulfate and concentrated. The residue is purified by reverse phase HPLC 
5 using acetonitrile.water (10% to 25% gradient over 30 mins.) as eluant to give the 
title compound (8.1 mg): 
RP HPLC 20.6 min., 

NMR (CD3OD) 5 8.37^.35 (m. 2H), 8.01 (m. 2H). 7.75-7.68 (m. 6H). 7.39-7.36 
(m, 1H). 6.97-6.94 (d. 1H. J = 8.3 Hz). 5.42-5.31 (m. 1H). 4.02-3.79 (m, 3H). 3.53 
10 (m, 4H), 3.07 (m. 4H); 

High resolution FAB MS m/z found 490.1912 (MH+). C26H28N5O3S requires 
490.1913. 

Example 24 

15 

{8)-2-methQXV-.S-r2-f1-(2-r)hftnvi.Quina?onn.^. y t^.Dvrrnliriin..'^vlaminQl.ethvlU 
benzenesulfonamirifth jstrifluQroaretatft 

Synthesized in a manner similar to Example 20. using 5-(2-Chtoro-ethyl)-2- 
20 methoxy-benzenesulfonamide (1 .72 g. 6.89 mmol) and (S^1-(2-phenyl•qulnazolin-4. 
yl)-pyrrolidin-3.ylamine (2.0 g. 6.89 mmol). prepared as in Intermediate 19. to give 
the title compound (78.8 mg): 
RP HPLC 18.2 mins.; 

1H NMR (CD3OD) 58.41-8.38 (m, 1H), 8.25-8.23 (m. 2H). 7.97-7.90 (m. 2H). 7.70- 
25 7.54 (m, 5H). 7.44-7.41 (m. 1H). 7.09-7.06 (m. 1H). 4.53-4.41 (m. 3H). 4.35-4.33 (m. 
1H), 4.13-4.10 (m, 1H). 3.87 (s, 3H), 3.38-3.32 (m. 2H), 2.98-2.93 (m. 2H), 2.60-2 56 
(m. 1H). 2.46-2.42 (m. 1H); 

Anal. Calcd. for C27H29N5O3S, C 50.89%. H 4.27%. N 9.57%. Found C 50 43% H 
4.28%. N 9.47%; 

30 High resolution FAB MS m/z found 504.2060 (MH+), C27H30N5O3S requires 
504.2069. 
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Example 25 

2.M6thQxv.5-f2-f5.(2.Dhenvl-auina2otin-4.vn-2.5.dia20.bicvclor2.2.nh6Dt-2-vn-ethvl\- 
5 benzenesulfonamidebistrifluoroacetate 

Synthesized in a manner similar to Example 20. using 5-(2-Chloro-ethyl)-2- 
methoxy-t^enzenesulfonamide (0.14 g. 0.56 mmol) and 4-(2.5-diaza- 
bicyclo[2.2.1]hept-2-ylV2-phenyl-quinazoline (0.17 g. 0.56 mmol), prepared as in 
10 Intermediate 20, to give the title compound (75.7 mg): 
RP HPLC 17.4 mins.; 

IH NMR (CD3OD) 6 8.30-8.27 (m, 2H), 8.03-8.01 (d, 1H, J = 8-0 Hz), 7.73-7.56 (m. 
3H). 7.39-7.24 (m. 5H), 6.94-6.91 (m, 1H). 5.18 (m, 1H). 3.90 (m, 1H). 3.79 (s. 3H). 
3.68 (m. 1H). 3.22-3.21 (m. 2H). 2.98 (m, 2H). 2.69-2.64 (m. 4H); 
15 Anal, calcd. for C32H31N5O7SF6. C 51 .68%, H 4.20%. N 9.42%. Found C 52.46%, 
H 4.40%, N 9.78%; 

High resolution FAB MS m/z found 516.2070 (MH+). C28H30N5O3S requires 
516.2069. 

20 Example 26 

2.Methoxv-5-f2.fmethvl-r2-r2-t>henvl-auina2olin-4-vlamino)-ethvl|-amino^.ethvh. 
benzenesulfonamide bistrifluoroacetate 

25 Synthesized in a manner similar to Example 20, using 5-(2-Chloro-ethyl)-2- 

methoxy-benzenesulfonamide (1.81 g. 7.24 mmol) and N-methyl-N-(2-phenyl- 
quinazolin-4-yl)-ethane-1,2-diamine (2.00 g. 7.24 mmoQ. prepared as in Intermediate 
21, to give the title compound (5.3 mg): 
RP HPLC 16.6 min.; 

30 1H NMR (CD3OD) 5 8.32-8.29 (m. 2H). 7.88-7.85 (m. 1H), 7.71-7.59 (m. 3H). 7.40- 
7.35 (m, 4H). 7.25-7.24 (m, 1H). 6.85-6.83 (m, 1H), 3.99-3.77 (m, 5H), 2.80-2.68 (m. 
6H). 2.67 (s. 3H): 

Anal, calcd. for C30H37N5O10SF6, C 47.68%. H 4.67%. N 9.27%. Found C 48.09%. 
H 4.28%. N 9.14%; 
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High resolution FAB MS found 492.2071 (MH-^), C26H30N5O3S requires 
492.2069. 

Example 27 

5 

2-MethOXV^5-f2-(n[iethvl-f2-f2-DhRnvl-Quina2oline-4-sulfinvl>-ethv n.afninQUethyh- 

benzenesutfonamida 

4-ChlorO'2-phenyl quinazoiine (0.17 g, 0.72 mmol) is added to a stirred 
10 solution of 5-{2-I(2-Mercapto-ethyl)-methyl-amlnol-ethyl}.2-methoxy- 

benzenesulfonamide (0.22 g. 0.72 mmol), prepared as In Intermediate 22, and 
sodium hydride (60% suspension, 0.03 g. 0.86 mmol) In 1.4-dloxane and the solution 
heated to reflux for 16 h. The reaction Is quenched with water 1.4-dioxane (1:1). 
Saturated sodium cart>onate Is added and the reaction extracted with ethyl acetate. 
15 The combined layers are dried with magnesium sulfate and concentrated. The 
residue is purified by silica gel chromatography using methanokethyl acetate (1:9) as 
eluant to give the title compound (1 .4 mg): 

Reverse phase HPLC analysis 22.9 min. using acetonitrile:water (5% to 40% 

gradient over 30 mins.), 
20 1 H NMR (CDCb) 5 8.42-8.39 (m, 2H). 8.09-8.06 (d, 1 H, J = 8.6 Hz), 7.99-7.96 (d. 

1H. J = 8.5 Hz), 7.77-7.72 (t, 1H, J = 8.3 Hz). 7.62 (s, 1H), 7.47-7.40 (m, 4H), 7.32- 

7.30 (d, 1H. J = 8.3 Hz). 6.81-6.78 (d. 1H. J = 8.6 Hz). 5.23 (S, 2H). 4.42-4.19 (m. 

2H). 3.88 (s. 3H). 3.59 (s. 3H). 3.41-3.10 (m. 2H), 3.07-2.85 (m, 4H); 

High resolution FAB MS m/z found 525.1632 (MH+), C26H29N4O4S2 requires 
25 525.1630. 

Example 28 

2-Methoxv-5-f2-f3-r2-Dhenvl-auina2olin.4.vlQxvWDvrrQlidin.l.vn.ethyi). 

30 benzenesulfonamidf? 

Synthesized In a manner similar to Example 20, using 5-(2-Chloro-ethyl)-2- 
methoxy-benzenesulfonamide (0.86 g, 3.43 mmol) and 2-Phenyl-4-(pyrrolldin-3- 
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yloxy)-quinazoiine (1.00 g. 3.43 mmol), prepared as in Intermediate 23. to give the 
title compound (0.23 g): 

Reverse phase HPLC analysis 22.9 min. using acetonitrile:water (5% to 40% 
gradient over 30 mins.), 
5 ^ H NMR (CDCb) 5 8.57-8.54 (m. 2H). 8.1 9-8. 1 6 (m, 1 H), 7.99-7.96 (d. 1 H. J = 8.3 
Hz). 7.83-7.78 (m. 1H). 7.74-7.73 (m. 1H). 7.53-7.49 (m. 4H). 7.35-7.32 (dd, 1H. J = 
8.5, 2.2 Hz). 6.90-6.87 (d, IN, J = 8.5 Hz). 5.85-5.84 (m. 1H). 5.39 (br s, 2H). 3.90 
(s. 3H). 3.09-2.92 (m. 3H). 2.83-2.57 (m. 6H). 2.18 (m. IH); 

Anal, calcd. for C27H28N4O4S, C 64.27%, H 5.59%. N 11.10%. Found C 64.19%, H 
10 5.57%, N 11.05%; 

High resolution FAB MS m/z found 505.1906, C27H29N4O4S requires 505.1910. 

Example 29 

15 (2S.4SV2.Methoxv-S-l2-f2-methvl.4-^2-Dh envl-Quinazo!in-4-vlaminoVDvrroiidin-1-vll- 

ethylUbenzenesuHonamide bistriluoroacetate 

5-(2-Chloro-ethyl)-2-methoxy-benzenesulfonamlde (0.07 g, 0.296 mmol) is 
added to a stirred solution of (2S. 4S)-(2-Methyl-pyrrotidin-4-yl)-(2-phenyl-quinazotin- 

20 4-yl)-amine (0.09 g. 0.296 mmol). prepared as in Intermediate 24, sodium carbonate 
(0.08 g. 0.592 mmol). and sodium iodide (0.09 g, 0.592 mmol) in ethanol (6 ml) and 
the solution heated to 150c>C h a sealed tube. After 24 hrs.. more 5-(2-Chloro- 
ethyl)-2-methoxy-benzenesulfonamide (0.06 g, 0.24 mmol) is added, because the 
reaction is not complete by TLC using methanol:elhyl acetate (1:9) containing 1% 

25 ammonium hydroxide as eluant. After another 48 h., saturated sodium carbonate is 
added and the reaction extracted with ethyl acetate. The combined layers are dried 
with sodium sulfate and concentrated. The residue is purified by silica gel 
chromatography using methanohethyl acetate (1:9) containing 1% ammonium 
hydroxide as eluant. followed by reverse phase HPLC using acetonitrile:water (5% to 

30 40% gradient over 30 mins.) to give the title compound (62.0 mg): 
RP HPLC 19.1 mins.; 

IH NMR (CDCb) 88.55-8.52 (m. 2H). 7.90-7.84 (m, IH), 7.70-7.69 (m. 2H). 7.46- 
7.31 (m. 6H), 6.90-6.87 (d. IH. J =8.6 Hz). 6.14-6.08 (m, IH). 5.53-5.28 (m. 2H). 
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5.03-4.91 (m. 1H), 3.89-3.75 (m, 6H), 3.09-2.88 (m, 1H), 2.73-2.68 (m. 4H), 2.40- 
2.21 (m. 2H). 1.1 1-1.09 (d, 3H), J s 5.8 Hz); 

Anal. Calcd. for C32H33N507SF6. C 51.54%. H 4.46 %. N 9.39%. Found C 51.26%. 
H 4.64%. N 9.20%; 

5 High resolution FAB MS m/z found 518.2222 (MH+), C28H32N503S requires 
518.2226. 

Example 30 

10 (2R.4S>-2-Metho){v-5-l2.r2-methvl-4-f2-Dhenvl-Quina2olin -4.vlamtnoVnyrrolidin-1-yll. 

ethvll-benzenesulfonainidflbistrifluQrQaeetate 

5-(2-Chloro-ethyl)-2-methoxy-benzenesulfonamide (0.07 g. 0.288 mmol) is 
added to a stirred solution of (2R, 4S)-(2-Methyl-pyrrolidin-4-yl)-(2-phenyl-quinazolin- 

15 4-yl)-amine (0.09, 0.288 mmol), prepared as in Intermediate 25. sodium carbonate 
(0.08 g, 0.576 mmol). and sodium iodide (0.09 g, 0.576 mmol) in 1,4-dioxane (10 ml) 
and the solution set to reflux for 16 h. More 5-(2-Chloro-ethyl)-2-methoxy- 
benzenesulfonamide (0.07 g, 0.288 mmol) is added and continued to reflux 16 h. 
The solution is then transfered to a sealed tube and heated to 1500C for 16 h. due to 

20 the slow reaction time. Saturated sodiwn carbonate is added and the reaction is 
extracted with ethyl acetate. The combined layers are dried with sodium sulfate and 
concentrated. The residue is purified by silica gel chromatography using 
methanol:ethyl acetate (1:9) containing 1% ammonium hydroxide as eluant, followed 
by reverse phase HPLC using acetonitrile:water (5% to 40% gradient over 30 mins.) 

25 to give the title compound (3.5 mg): 
RP HPLC 20.6 min.; 

1H NMR (CD3OD) 5 8.54-8.52 (d, 1H, J = 8.3 Hz), 8.37-8.34 (m. 2H). 8.08-7.99 (m. 
2H), 7.82-7.67 (m, 5H). 7.55-7.51 (dd. 1H. J = 8.5. 2.2 Hz). 7.17-714 (d. 1H. J = 8.5 
Hz). 5.47 (m. 1H), 3.99-3.93 (m. 6H). 3.71 (m. 2H). 3.12-2.99 (m. 3H), 2.33-2.19 (m, 
30 1 H), 1 .61-1 .59 (d, 3H, J = 6.4 Hz): 

High resolution FAB MS m/z found 518.2222 (MH+). C28H32N5O3S requires 
518.2226. 
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Example 31 

fagARV9.Methnw-fi-f3.f3-me t hyi.4.f9.nhenvt-niiina70lin-4-vlamino)'PYrrglidin-1'Yn- 
ftthYl V^"^'^"*^-'^"'^° n'*"''^» histrHliJoroacetate 

5-(2-Chloro-ethyl)-2-fnethO)(y-ben2enesulfonamlde (0.57 g, 2.27 mmol) is 
added to a stirred solution of (3S, 4R)•(4.Methyl•pyrrolidin-3-yl)-(2.pheny^ 
quinazolin-4.yI)-amine (0.46, 1.50 mmoO. prepared as in Intermediate 26. sodium 
carbonate (0.41 g, 3.00 mmol). and sodium iodide (0.45 g. 3.00 mmol) in ethanol (15 
mO and the solution set to reflux at 1500C for 48 h. Saturated sodium carbonate is 
added and the reaction extracted with ethyl acetate. The combined layers are dried 
with sodium sulfate and concentrated. The residue is purified by silica gel 
chromatography using methanol:ethyl acetate (1:9) containing 1% ammonium 
hydroxide as eluant. followed by reverse phase HPLC using acetonilrile:water (5% to 
40% gradient over 30 mins.) as eluant to give the title compound (232.6 mg): 
RP HPLC 19.7 mins.; 

1H NMR (CD3OD) 6 8.57-8.55 (d. 1H, J = 8.3 Hz). 8.38-8.36 (d. 2H. J = 7.5 Hz). 
8.1 1.8.07 (t. 1H. J = 7.6 Hz). 8.03-8.01 (d. 1H. J = 8.2 Hz). 7.83-7.75 (m. 3H). 7.70- 
7.67 (t, 2H, J = 7.6 Hz). 7.53-7.51 (dd. 1H. J = 8.4. 2.2 Hz). 7.16-7.14 (d. 1H. J = 
8.5 Hz). 5.22-5.20 (m. 1H). 3.96-3.94 (m. 6H). 3.56-3.52 (m. 2H). 3.1 1-3.07 (m. 3H). 
2.97-2.82 (m. 1H). 1.35-1.34 (d. 3H, J = 6.5 Hz); 

Anal, calcd. for C32H33N5O7SF6. C 51.54%. H 4.46%. N 9.39%. Found C 51.26%. 
H 4.52%. N 9.42%: 

High resolution FAB MS m/z found 518.2217 (MH+). C28H32N5O3S requires 
518-2226. 

The racemic compound is separated into its enantiomers by nornial phase HPLC 
with a Chiralpak AD (2 cm x 25 cm) column using hexane:isopropyl alcohol (85:15) 
containing 1% diethyl amine at 254 nm to obtain (3S.4R)-2-Methoxy-5-{2-l3-methyl- 
4-(2-phenyl-quinazolin-4-ylamino)-pyrrolidin-1-yll-ethyl}-benzenesulfonamide 
bistrifluoroacetate (NP HPLC 39.0 mins.) and (3S.4R)-2-Methoxy-5-{2-l3-methyl-4- 
(2-phenyl-quinazolin-4-ylamino)-pyrrolidin-1-ylhethyl}-benzenesulfonamide 

bistrifluoroacetate(NP HPLC 46.0 mins.). 
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Example 32 

2-BenzvM-f2-f4-f2-DhenvlQuinazQtin.4.ynpipftfa2in.l.ylTftthYi^phqnft| 

5 

2- Benzyl-4-(2-broiT>oethyl)phenoI (0.20 g. 0.70 mmole). prepared as In 
Intermediate 27. and 4-(pjpera2rn-1-yl)-2-phenyl-qulna2oline (0.17 g, 0.58 mmole) 
are dissolved in acetonitrlle (5 mL). EMisopropylethyl amine (0.60 mL. 3.44 mmole) is 
added and the mixture is heated to 80»C for 4 hours. The mixture is allowed to cool 

1 0 to 23»C and water (20 mL) is added. The mixture is extracted with ethyl acetate (3 x 
5 mL). The combined organics are dried (MgS04) and concentrated in vacuo. The 
residue is chromatographed on silica gel and eiuted with 50:50 hexanes.ethyl 
acetate to afford 2-ben2y|.4-{2-l4-(2-phenylqulna2olin-4-yl)piperazin-1- 
yl]ethyl)phenol as a light yellow solid (0.1 1 g). 

15 1H NMR (CDCI3) 88.58 (d, 2H). 7.98 (d. 1H). 7.89 (d. 1H). 7.70 (t. 1H). 7.50-7.38 
(m. 4H). 7.31-7.18 (m, 6H). 6.99 (br s, 2H). 6.70 (d. 1H). 3.98 (s. 2H). 3.90 (br s. 4H). 
2.79 (br s, 6H). 2.62 (m. 2H) ppm. 

FABMS for C33H32N4O: calcd: 500.28. Found; 501 .3 (MH+). 
Anal calcd for C33H32N4O O.67 H2O: C. 77.3%; H. 6.6%; N. 10.9%. Found; C, 
20 77.23%; H. 6.64%; N, 10.48%. 

Example 33 

N-(2-HYClrOXV-f>-{2-r4-(2-PhenvlQUina20lin.4-vlteiperazin.1.vl1ft t hv»phPnyl\arPti,mj^p 

25 

3- (N-Acetyl)amino-4-methoxyphenethyl p-toluenesulfonate (0.26 g, 0.72 
mmole), prepared as in Intermediate 28, and 4-piperazin-1-yl-2-phenyl-quina20line 
(0.17 g, 0.60 mmole) are dissolved in acetonitrile (5 mL). Potassium iodide (0.30 g, 
1.83 mmole) is added, followed by diisopropyl ethyl amine (0.37 mL. 2.12 mmole). 

30 The solution is heated to BS^C for 1 8 hours. Water ( 1 5 mL) is added and the mixture 
is extracted with ethyl acetate (3x5 mL). The combined organics are dried 
(MgS04) and concentrated in vacuo. The residue is chromatographed on silica gel 
and eiuted with 10:63:27 isopropanohethyl acetate:hexanes to afford N-(2-Hydroxy- 
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542-[4-(2-phenylquinazollrM-yl)pipera2in-1-yllethyl)phenyl)acetamlde (0.204 g) as a 
light yellow solid. 

1H NMR (CDCI3) 8 8.57 (d. 2H). 8.29 (s, 1H). 7.96 (d, 1H). 7.90 (d, 1H). 7.72 (m. 
2H), 7.50-7.38 (m, 4H). 6.89 (d, 1H). 6.79 (d. 1H), 3.91 (m. 4H). 3.84 (s. 3H). 2.82- 
5 2.65 (m. BH). 2.19 (s, 3H) ppm. 

FABMS for C29H31 N5O2: calcd; 481 .3. Found; 481 .89. 

Anal, calcd. for C29H31N5O2 O.5 H2O: C, 70.98%: H. 6.58%; N. 14.3%. Found: C. 
70.79%; H. 6.60%; N, 14.06%. 

10 Example 34 

1.(i>.Methnxv.5-(2-r4-fi>-phenvlQuin a7oltn-4.vnDiDftrazin-1-vnethvllnhenYnethanQne 

Synthesized in a manner similar to Example 33, using Toluene-4.sulfonic acid 
15 2•(3-acetyl-4^T»ethoxyphe^yl)ethyl ester (0.59 g, 1 .69 mmole), prepared as in 

Intermediate 29, and 4-(piperazin-1-yl)-2-phenyl-quinazoline (0.34 g, 1.18 mmole) to 
afford the title compound (0.32 g ) as a light yellow solid. 

1H NMR (CDCI3) 8 8.59 (d. 2H), 7.99 (d. 1H). 7.91 (d, 1H). 7.75 (m. 1H). 7.61 (s. 
1H). 7.51-7.33 (m, 6H). 6.90 (d. 1H), 3.91 (br s. 7H). 2.84-2.61 (m. 6H). 2.61 (s. 3H) 
20 ppm. 

FABMS for C29H30N4O2: calcd, 466.25. Found. 467.2 (MH+). 
Anal calcd. for C29H30N4O2 O.25 H2O: C, 73.9%; H, 6.5%; N, 11.9%. Found: C, 
73.80%; H, 6.61%; N. 11.62%. 

25 Example 35 

1-{fi.[4.f2.PhePvlqninazolin-4 -ynpinarazin-1.vnhexanovnPVrrQlidin-2-Qne 

Synthesized in a manner similar to Example 33, using 1-(6-Bromohexanoyl)- 
30 2-pyrrolidinone (0.91 g. 3.43 mmole), prepared as In Intermediate 30. and 4- 
(piperazin-1-yl)-2-phenyl-quina20line (0.50 g. 1.73 mmole) to yield the title 
compound (0.45 g) as a white solid. 



GI2019 



-130- 



1H NMR (CD3OD) 88.47 (d. 2H). 8.16 (d. 1H). 8.02 (d. 1H), 7.97 (m. 1H). 7.63 (m. 
1H). 7.58 (m. 3H). 6.25 (s, 4H), 3.79 (t. 2H), 3.59 (br s. 4H). 3.37 ( br s. 4H). 3.25 (m, 
2H). 2.96 (t. 2H), 2.59 (t. 2H). 2.02 (m,2H). 1.83 (m. 2H), 1.72 (m. 2H). 1.49 (m. 2H) 
ppm. 

FABMSforC28H33N502:calcd,471.3. Found: 472.1 (MH+). 
Anal, calcd. for C28H33N5O2: C, 61.4%; H. 5.9%: N, 10.0%. Found: C. 61.28%: H, 
6.04%; N. 9.93%. 

Example 36 

1-Methanesulfonvl-3-f2-r4-f2-DhenvlouinazQlin-4-vnDi perazin-1-vnPthvltimida7oliriin. 

2-Qne bismateate 

Synthesized in a manner similar to Example 33, using 1-(2-ChlofoethyO-3- 
methanesulfonyl-2-imida2oIidinone (2.23 g. 9.84 mmole), prepared as In 
Intennediate 31, and 4-(piperazin-1.yl)-2-phenyl-quina20line (1.44 g, 4.96 mmole) to 
afford the title compound (0.615 g ) as a tan solid. 

lH NMR (CD3OD) 5 8.39 (d. 2H), 8.19 (d. 1H). 7.98 (m. 2H). 7.62 (m. 4H). 6.26 (s. 
4H), 4.37 (br s, 4H), 3.89 (t. 2H), 3.60 (m. 4H). 3.29 (br s. 4H), 3.22 (s. 3H). 3.09 (t, 
2H} ppm. 

FABMS for e24H28N603S: calcd, 480.3. Found: 481.1 (MH+). 

Anal calcd. for C32H36N6O1 iS-1.0 H2O: C, 52.6%: H. 5.2%: N. 11.5%. Found: C. 

52.62%: H. 5.34%: N. 10.89%. 

Example 37 

1-f2.2-DimethvlDroDionvl)3.(2.f4.rg.DhenvlQuina7nl in-4.vnDipera?irvi. 
vnethvnimldazolidin.2.onft 

1-(2-Chloroethyl)-3-trimethylacetyl-2-imida20lidinone (1.90 g. 8.18 mmole), 
prepared as in Intennediate 32, is dissolved in 1.4-dioxane (20 mL). 4-(piperazin-1- 
yl)-2-phenyl-quinazoline (1.22 g, 4.20 mmole) is added. Potassium Iodide (1.50 g, 
9.04 mmole) is added, followed by diisopropylethyl amine (2.20 mL, 12.6 mmole). 
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The solution is heated to SO^C for 48 hours. The mixture is cooled to 23«>C and 
water (50 inL) is added. The mixture is extracted with ethyl acetate (4 x 10 mL). 
The combined organics are dried (MgS04) and concentrated in vacuo. The residue 
is chromatographed on silica gel and eluted with a) 70/21/9 isopropanol/ethyl 
acetateAiexanes: b) 90/10 chlorofomi/methanol to provide the title compound (0.732 
g) as a white solid. 1H NMR (CDCI3) 68.57 (d. 2H). 7.99 (d. 1H). 7.89 (d. 1H). 7.74 
(t. 1H). 7.44 (m. 4H). 3.83 (m. 6H). 3.48 (m. 4H). 2.78 (br s. 4H). 2.62 (t. 2H). 1.39 (s. 
9H)ppm. FABMScalcd. for C28H34N6O2: 486.3. Found: 487.2 (MH+). 
Anal, calcd. for C28H34N6O2 O.33 H2O: C, 6 

Example 38 

1.fA-fA.fg-Phpnylqiiinazolin- a -yl)pipPra7in.1-vnhlltvn^l)DiDerlrlin-?-0nftbismalea^^ 

1.(4-Bromobutyryl)-5-valerolactam (1.71 g. 6.88 mmole). prepared as in 
Intermediate 33. Is dissolved in 1.4-dioxane (10 mL). 4-(piperazin-1-yl)-2-phenyl- 
quinazoline (1.02 g. 3.51 mmole) is added, followed by diisopropylethyl amine (1.80 
mL. 10.3 mmole). The solution is heated to 90°C for 2 hours. Water (40 mL) is 
added and the solution is extracted with methylene chloride (3 x 10 mL). The 
combined organics are dried (MgS04) and concentrated in vacuo. The residue is 
chromatographed on silica gel and eluted with 70/21/9 isopropanol/ethyl 
acetate/hexanes. The residue is dissolved in ethanol (2 mL). Maleic acid (0.31 g. 2 
equivalents) is dissolved in ethanol (1 mL) and is added. The solution is allowed to 
stand at 23»C for 15 minutes. In the refrigerator (at -20''C) for 4 days. The mixture is 
filtered to yield the title compound (0.408 g) as a white solid. 
1H NMR (CD3OD) 8 8.44 (d. 2H). 8.17 (d. 1H). 8.00 (m, 1H). 7.97 (t. 1H). 7.63 (t. 
1H). 7.58 (m. 3H). 6.24 (s. 4H). 4.26 (br s. 4H). 3.72 (m. 2H). 3.59 (m. 6H). 3.07 (t. 
2H). 2.58 (m, 2H). 2.17 (m. 2H). 1.82 (m. 4H) ppm. 

FABMScalcd for C27H31N5O2: 457.3. Found: 458.1 (MH+). 

Anal, calcd. forC35H39N5Ol0 0.33 H2O: C. 60.4%; H.5.8%: N. 10.1%. Found: C. 
60.60%; H. 5.64%; N, 10.02%. 
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Example 39 

S-r2-f(3-fSHf2-Phenvt-Quinazolin-4.vltominomethyt1VDvrrQlidin.l.yl)^thYn-?- 
methoxv-benzenesutfonamide hvdrochlnririfl 

A solution of crude 5-[2-((3-(R)-(N-phenylmelhyl-(2-phenyl-quina20lin-4- 
yl)aminomethyl))-pyrrolidin-1-yl)-ethyl}-2-methoxy-ben2enesulfonamide 
bistrifluoroacetate (330 mg). prepared as in IntemDediate 34. in MeOH (70 mL) and 
water (20 mL) is heated under reflux for 20h with 10% Pd/C (500 mg) and 
ammonium formate (2g). The cooled mixture is filtered through celite and 
evaporated. The residue is treated with water (20 mL) and extracted with EtOAc (3 
30 mL) and the combined organic layers are dried (MgS04) and evaporated. The 
residue is purified by chromatography using EtOAc then 50% MeOH-EtOAc as 
eluent to afford a brown foam. This is dissolved In methanol, treated with ethereal 
hydrogen chloride and the resulting solid collected by filtration and dried under 
vacuum to afford the title compound as a tan solid (85 mg). 
mp. 2000C (decomp). 

■•h NMR (DMSOds) 8 11.36 (br d. 0.5H). 10.73 (br s. 0.5H), 8.76 (t. J = 8.1 Hz. 1H) 
8.57 (d. J = 8.1 Hz. 1H). 8.50 (d. J = 8.1 Hz. 1H). 8.30 (d. J = 8.1 Hz. 1H). 8.04 (t. J 
7.6 Hz. 1H). 7.85-7.55 (m. 4H), 7.44 (m. 1H), 7.15 (d. J = 8.4 Hz. 1H). 7.05 (br s . 
3H), 3.86 (s. 3H). 4.00-2.80 (m. 11 H). 2.40-1.80 (m. 3H). 
Anal Found: C. 54.26; H. 6.02; N. 10.44. C28H31N5O3S.2HCI.2H2O Requires: C. 
53.67; N. 5.95; N. 11.18%. 

Example 40 

5-f2-f(3-fR)-f(2-Phftnvl-Qutnazolin.4-vnaminomftthy hVDvrrolidin.l.vh.ethvl).p. 
methoxv-benzenesutfonamide trifluoroaretatft 

Prepared as in Example 39 from 5-I2-((3-(S)-(N-phenylmethyl-(2-pheny|. 

quinazolin-4-yi)aminomethyl))-pyrrolidin-1-yl)-ethyl]-2-methoxy-benzenesulfonamide 
bistrifluoroacetate. prepared as in Intermediate 35. except that the desired 
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compound is purified by reverse phase chromatography to afford the title compound 
as a tan foam (62 mg). 
mp. 1 18-21 OC. 

Anal Found: C. 47.79; H. 4.24; N. 8.51. C28H31N5O3S.2.5CF3CO2H.I.5H2O 
5 Requires: C, 47.77; N, 4.43; N. 8.44% 

Example 41 

i.(g.Phftnvl-1..'^ntiinayolin-4. yi\-4.ra.r3-indnlvhnroovn-1.4-C>iPerazine 

10 

A solution of 3-(3-indolyl)-1-propyl methanesulfonate (1.00 g, 3.95 mmol). 
prepared as in Intermediate 36. in dioxane (5 mL) Is treated with 1-(2-phenyl-1.3- 
qulna20line-4-yl).1,4-piperazine (1.38 g, 4.75 mmol) and diisopropylethylamlne (2.1 
g, 12.2 mmol). The mixture is heated at lOQOC for 14 h. The mixture is cooled to 

15 250c. is diluted with water and is extracted with ethyl acetate. The combined 
Ofganlcs are washed with water, brine, are dried over magnesium sulfate, and are 
concentrated In vacuo. The crude product is chromatographed on 80 g of silica gel 
(elutlon with 30% ethyl acetate - hexane followed by 50% ethyl acetate:hexane 
followed by 70% ethyl acetate:hexane followed by ethyl acetate) to give 1-(2-phenyl- 

20 1 ,3-quinazolin-4-yl)-4-I3-(3-indolyl)propylJ-1 .4-piperazine (950 mg ) as an 
amorphous solid. 

1H NMR (CDCI3) 8 8.61 (d. J = 6 Hz, 2H. ArH). 8.02 (bs. 1H. NH). 8.00 (d. J = 8 Hz. 
1H.ArH). 7.90(d.J = 8Hz.1H.ArH), 7.72 (t. J = 7 Hz. 1H. ArH). 7.64 (d. J = 8 Hz. 
1H ArH). 7.45 (bs. 2H. ArH). 7.42 (I. J = 7 Hz. 1H. ArH). 7.38 (t. J = 7 Hz. 1 H. ArH). 
25 7^0 (m. 3H. ArH). 7.01 (s. 1H. ArH). 3.94 (bs. 4H. CH2N). 2.86 (t. J = 7 Hz. 2H. 
ArCH2). 2.64 (bs. 4H. CH2N). 2.58 (t. 2H. J = 8 Hz. CH2N). 2.02 (m. 2H. CH2) 
ppm. 

Anal. Calcd for C29H29N5: C. 77.82; H. 6.53; N. 15.65. Found: C. 77.64; H. 6.69; 
N. 15.43. 

30 

Example 42 
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1W2-Phenvl-1.3-QuinazQlin»4-vlM-f2.f3.hvdrQxvmethvM.mPthnYV Dhenvi\ethyi].l A. 

DiDera2ine 

A solution of crude 2-(3-hydro}^ethyi-4- 
5 methoxyphenyl)ethylmethanesulfonate (2.0 g), prepared as in Intermediate 37. in 
dioxane (10 mL) is treated with 1-(2-phenyH,3-quinazoline-4-yl)-1.4-pipera2ine 
(1.50 g. 5.17 mmol) and diisopropylethylamine (3.0 mL, 17.5 mmol) . The mixture is 
heated at 90^0 for 10 h, then is diluted with water and extracted with ethyl acetate. 
The organics are dried over magnesium sulfate and are concentrated in vacuo. The 
10 crude product is chromatographed on 40 g of silica gel (elution with 40% ethyl 

acetate - hexane followed by 70% ethyl acetate:hexane followed by 20% isopropanol 
in 70% ethyl acetate:hexane) to afford the title compound (510 mg) as an 
amorphous solid. 

1 H NMR (CDCI3) $ 8.56 (d. J « 8 Hz. 2H, ArH). 7.98 (d. J « 8 Hz. 1 H. ArH). 7.88 (d. 
15 J = 8 Hz. 1H. ArH). 7.71 (t. J » 7 Hz. 1H. ArH). 7.45 (m. 3H. ArH). 7.40 (t. J « 7 Hz. 

1H. ArH). 7.15 (s. 1H. ArH). 7.14 (d. J = 8 Hz. 1H. ArH). 6.81 (d. J = 8 Hz. 1H, ArH). 

4.66 (s. 2H. ArCH20). 3.94 (bs. 4H. CH2N). 3.84 (s. 3H. CH3O). 2.80 (m. 2H. 

ArCH2). 2.78 (bs. 4H. CH2N). 2.64 (m. 2H. CH2N) ppm. 

Anal. Calcd for C28H30N4O2: C. 73.98; H. 6.65; N. 12.33. Found: C. 73.76; H, 
20 6.61; N. 12.20. 

Example 43 

1-f2-Phenvl-1.3>OUinazolin.4-vlM.r2./.^mftthfln g sulfonvlamtnnmothy|-4- 
2S methoxvDhenvn6thvl1-1.4.pipera7inetrifliinrftarf.t^tft 

A solution of 2-(3-methanesulfonylaminomethyl-4-methoxyphenyl)ethyl-p- 
toulenesulfonate (390 mg. 0.986 mmol), prepared as in Intermediate 38. in dioxane 
(4 mL) is treated with 1-(2-phenyl-1,3-quinazolin-4-yl)-1.4-piperazine (286 mg. 0.985 
30 mmol) and diisopropylethylamine (0.52 mL, 3.03 mmol). The mixture is heated at 
900C for 12 h. then is cooled to 25OC and is diluted with water. The mixture is 
extracted with ethyl acetate and the combined organics are dried over magnesium 
sulfate and concentrated In vacuo. Chromatography of the cmde material over 60 g 
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of Silica gel (elulion with 50% ethyl acetatethexane followed by 70% ethyl 
acetate:hexane followed by 10% isopropanol in 70% ethyl acetaterhexane followed 
by ethyl acetate) afforded the title compound (350 mg). 

1H NMR (COaa) 8 aea (d. J = 7 Hz. 1H, ArH). 8.03 (d. J = 8 Hz. 1H. ArH), 7.93 (d. 
5 J = 8 Hz. 1H. ArH). 7.76 (t. J = 8 Hz, 1H. ArH). 7.53 {m. 3H. ArH). 7.43 (t. J = 8 Hz. . 
1H. ArH). 7.33 (m. 4H, ArH). 6.90 (d. J = 8 Hz. 1H, ArH). 4.98 (bt. J = 7 Hz. 1H. 
NH). 4.34 (d, J = 7 Hz. 2H. CH2N). 3.94 (bs. 4H. CH2N). 3.91 (s. 3H. CH3O). 2.85 
(bs. 9H, CH3S. CH2Ar, CH2N). 2.52 (m, 2H, CH2N) ppm. 

10 A sample of 200 mg of this material is taken up in methanol (1 mL) and 

treated with trlfluoroacetic acid (0.5 mL). The mixture is purified by medium 
pressure liquid chromatography (1 1 mm x 300 mm CI 8. elution with water followed 
by 1:1 melhanol:water/1% trlfluoroacetic acid followed by 5:1 methanol:water/1% 
trlfluoroacetic acid). The collected fractions are concentrated and the residue 

1 5 lyophilized from water to give 121 mg of the title compound as an amorphous solid 
product. 

1H NMR (CDCI3) 5 8.47 (bs, 2H. ArH). 8.09 (d. J = 8 Hz. 1H. ArH). 7.89 (m. 2H. 
ArH). 7.54 (m. 3H. ArH). 7.24 (m. 3H. ArH). 6.95 (d. J = 8 Hz. 1H. ArH). 4.59 (bs. 1H. 
NH). 4.07 (d. J = 6 Hz. 2H. CH2N), 3.75 (s. 3H. CH3O). 3.69 (bs. 4H. CH2N). 3.37 
20 (bs. 4H. CH2N). 2.99 (m. 2H, CH2Ar). 2.88 (bs, 5H. CH3S. CH2N) ppm. Anal. 
Calcd for C29H33N5O3S - 2.5 C2F3HO2 • 0.5 H2O: C. 49.45; H. 4.45: N. 8.48. 
Found: C. 49.37; H. 4.45; N. 8.15. 

Example 44 

25 

1 -rg-Phenvl-l 3.qiiina70li n.4.vh.4-f2W3-( 1 .Riiccinimidovlmethvh-4- 
methQxyDhenyl)ftthvl).1.4- piperazine. Triflnnrnacetie Acid Salt 

Synthesized in a manner similar to Example 43. using 2-[3-(1- 
30 succinimidoylmethyl)-.4-methoxyphenyl]ethyl-p-toluenesulfonate (1.20 g, 3.00 
mmol). prepared as In Intermediate 39. and 1-(2-phenyl-1.3-quinazolln-4-yl)-1.4- 
piperazine (870 mg, 3.00 mmol) to yield the title compound (849 mg). 
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1 H NMR (CDCI3} S 9.Q2 (d. J » 6 Hz. 2H. ArH). 8.44 (d. J 8 Hz. 1 H. ArH). 8.38 (d. 
1H. J = 7 Hz. ArH). 8.20 (t. 1H. J « 8 Hz. ArH), 7.97 (m. 3H. ArH). 7.88 (t. J = 7 Hz, 
1H. ArH). 7.71 (t, J = 6 Hz, 1H, ArH). 7.62 (d, J « 7 Hz. 1H, ArH), 7.58 (d, J = 8 Hz, 
1H. ArH). 7.41 (s. 1H. ArH), 7.24 (d, J = 8 Hz, 1H, ArH), 5.19 (s. 2H, CH2N), 4.39 
5 (bs. 4H. CH2N), 4.28 (s. 3H, CH3O), 3.22 (bs, CH2CO, CH2Ar. CH2N), 3.1 1 (m. 2H. 
CH2N) ppm. 

A sample of 200 mg of this material is taken up in methanol (1 mL) and 
treated with trifluoroacetic acid (0.5 mL). The mixture is purified by medium 
10 pressure liquid chromatography (1 1 mm x 300 mm C18, elution with water followed 
by 1:1 methanol:water/1% trifluoroacetic acid followed by 5:1 methanol:water/1% 
trifluoroacetic acid). The collected firactions are concentrated and the residue 
lyophilized from water to give 175 mg of the title compound as an amorphous solid 
product. 

15 1 H NMR (CD3OD) 6 8.38 (d. J = 8 Hz. 2H, ArH), 8.27 (d, J = 8 Hz, 1 H, ArH), 8.07 

(m, 2H. ArH). 7.79 (m. 2H. ArH). 7.68 (t, J = 9 Hz, 2H. ArH). 7.21 (d, J = 8 Hz, 1H, 
ArH), 7.02 (s. 1H, ArH), 6.96 (d, J = 8 Hz, 1H, ArH). 4.62 (bs. 6H, CH2N), 3.81 (s, 
3H, CH3O), 3.62 (bs. 4H, CH2N), 3.42 (m. CH2N), 3.08 (m, 2H, ArCH2). 2.74 (s. 4H, 
CH2CO) ppm. Anal. Calcd for C32H33N5O3 • 2.5 C2F3HO2 - 0.5 H2O: C, 53.56; H, 
20 4.43: N, 8.44. Found: C. 53.64; H, 4.44; N. 8.37. 

Example 45 

1>(2-PhenvM ■3-auinazQlin.4>vlV4-f2./3.bromo.4.methoxvDhenvnethvl).1 .4. 
25 Diperazlne. dimaleic acid salt 

Synthesized in a manner similar to Example 43, using 2-(3-bromo-4- 
methoxyphenyl)ethylmethanesu!fonate (1.25 g. 4.05 mmol), prepared as in 
Intermediate 40, and 1-(2-phenyl-1.3-quinazolin-4-yl)-1,4-piperazine (880 mg, 3.03 
30 mmol) to provide the title compound (780 mg) as an oil. 

1 H NMR (0003) S 8.57 (d. J = 6 Hz. 2H, ArH), 7.98 (d. J = 8 Hz. 1 H. ArH). 7.89 (d. 

J = 8 Hz. 1H. ArH). 7.71 (t, J = 7 Hz. 1H. ArH), 7.48 (m. 3H, ArtH), 7.40 (m. 2H, 
ArH), 7.12 (d, J = 6 Hz, 1H, ArH), 6.81 (d, J = 6 Hz, 1H, ArH). 3.92 (m. 4H. CH2N). 
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3.87 (s. 3H. CH3O). 2.79 (m. 2H. ArCHz). 2.77 (m, 4H. AfCHz). 2.63 (m. 2H. CHgN) 
ppm. 

A 750 mg sample of this material Is mixed In methanol (3 mL) with 300 mg of 
maleic acid. Addition of 3 mL of ethyl acetate, chilling to ooc for 2 h. and collection 
of the predpltate afforded the title compound (714 mg) as a tan solid. 
1H NMR (CD3OD) 68.43 (d. J = 8 Hz. 2H. ArH). 8.16 (d. J = 8 Hz. 1H, ArH). 8.02 
(d. J = 8 Hz. 1H. ArH). 7.97 (t. J = 7 Hz. 1H. ArH). 7.62 (t. J = 8 Hz. 1H. ArH). 7.38 
(m. 3H. ArH). 7.29 (d. J = 8 Hz. 1 H. ArH). 7.01 (d. J = 8 Hz. 1 H. ArH). 6.28 (s. 4H. 
CH). 4.30 (bs. 4H. CH2N). 3.60 (s. 4H. CH2N). 3.42 (m. 2H. CH2N). 3.07 (m. 2H, 
CHaAr) ppm. 

Anal. CalcdforC27H27N40Br.2C4H404:C. 57.15: H. 4.80; N.7.62. Found: C. 
56.81: H. 4.89: N. 7.47. 

Example 46 

^.(p. ph f y»yUi a.^,iina2QliP.4.vn-4.f2.f3.Dh onylaminocarhonvlamlnosulfQnYl-4- 

A solution of l.{2-phenyH.3-quinazolin^yl)-4-l2-(3-aminosulfony|.4- 
methoxyphenyl)ethylh1.4-piperazlne (300 mg. 0.60 mmol), prepared as In Example 
55. in tetrahydrofuran (2 mL) Is stirred at 250C and Is treated in turn with 
dlisopropylethylamine (0.31 mL, 1.77 mmol), phenyl Isocyanate (0.20 mL. 1.85 
mmol), and 4^methylamlnopyridine (10 mg). After 30 min at 8OOC the mixture is 
allowed to cool to 25OC and Is concentrated in vacuo. The residue is 
chromatographed on 40 g of silica gel (elution with 70% ethyl acetaterhexane 
followed by 10% isopropanol in 70% ethyl acetate:hexane followed by 10% 
methanol - chlorofonn) to provide the title compound (220 mg) as an amorphous 

1H NMR (CDCl3)5 8.83 (s. 1H. NH). 8.62 (d. J « 7.5 Hz. 2H. ArH). 8.18 (d. J = 8 Hz. 
1H ArH) 8.02 (d. J = 8 Hz. 1H. ArH). 7.98 (t J = 7 Hz. 1H. ArH). 7.90 (s. 1H. NH). 
7.62 (bs. 4H. ArH). 7.40 (m. 3H, ArH). 7.17 (t. J = 7 Hz. 1H. ArH). 7.10 (m. 1H, ArH) 
4 02 (bs. 7H. CH3O. CH2N). 2.97 (m. 7H. CH2N. CH2N. ArCH2) Ppm. Anal. Calcd 
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for C34H34N6O4S - 0.5 H2O: C, 64.64 ; H. 5.58; N. 13.30. Found: C. 64.60; H. 
5.52; N, 12.95. 

Example 47 

5 

1-f2-Phenvl-1.3-auina2Qlin>4»vlV4.f2.r3.fg4etrahy drofurvlV4.methoxwhftnvhftthyl]. 

1.4-DtDerazine trifluoroaeetic anid salt 

Synthesized In a manner simitar to Example 43, using 2-[3-(2-tetrahydrofuryl)- 
1 0 4-methoxyphenyOethyl p-toluenesulfonate (320 mg. 0.85 mmol), prepared as In 
Intennedlate41,and 1-(2-phenyl-1,3-qulnazolln-4-yl)-1,4-plperazlne (500 mg. 1.72 
mmol) to afford the title comound (310 mg) as an oil. 

1H NMR (CDCI3) 8 8.58 (d. J = 8 Hz. 2H. ArH), 7.98 (d. J = 8 Hz. 1H. ArH). 7.90 (d. J 
= 8 Hz. 1H. ArH). 7.72 (t. J = 8 Hz. 1H. ArH). 7.47 (m. 3H. ArH). 7.42 (t. J = 7 Hz. 
15 1 H. ArH). 7.31 (s. 1 H. ArH). 7.08 (d. J = 8 Hz. 1 H. ArH). 6.79 (d. 1 H. J = 8 Hz. ArH). 
5.16 (t, J = 7 Hz. 1H. CHO). 4.91 (m. 6H. CH2N. CH2O). 3.80 (s. 3H. CH3O). 2.81 (t. 
J s 7 Hz. 2H. ArCH2). 2.80 (m. 4H. CH2N). 2.70 (m. 2H. CH2N). 2.40 (m. 1 H, CH2). 
1.98 (m, 2H, CH2). 1.67 (m, 1H. CH2) ppm. 

20 A 300 mg - sample of this material is treated with 0.5 mL of methanol and 0.5 

mL of trifluoroaeetic acid. The sample is purified by medium pressure liquid 
chromatography (1 1 mm x 300 mm C18. elution with water followed by 3:1 methanol 
• water/1% trifluoroaeetic acid foltowed by 5:1 methanol - water/1% trifluoroaeetic 
acid). The colliBcted fractions are concentrated and the residue lyophilized from 

25 water to give 229 mg of the title compound as an amorphous tan solid. 

1H NMR (CDCI3) 6 8.57 (bs. 2H. ArH). 8.18 (d. J = 8 Hz. 1H. ArH). 7.99 (m. 2H. 
ArH). 7.60 (m. 4H. ArH). 7.24 (s. 1H. ArH). 7.18 (d. J = 8 Hz. 1H. ArH). 6.97 (d. J = 8 
Hz. 1H, ArH). 4.98 (t. J = 7 Hz. 1H, CHO). 4.62 (bs. 2H. CH2N). 4.00 (dd. J = 7. 6 
Hz. 1H. CH2O). 3.78 (bs. 9H. CH3O. CH2N. CH2O) 3.42 (bs. 4H. CH2N). 3.00 (bs. 

30 2H. ArCH2). 2.31 (m. 1 H. CH2O). 1 .88 (m. 2H. CH2O). 1 .49 (m. 1 H. CH2O) ppm. 
Anal. Calcd for C31H34N4O2 - 2.5 C2HO2F3 - 1.5 H2O: C, 53.60; H. 4.93; N. 6.95. 
Found: C. 53.49; H. 4.72; N. 6.84. 
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Example 48 

g-Methoxy.5-f2.(4-fg-/2-methoxy -phenvn-Quina7nnn^.vn.DiDera2ln.1-v»-ethvn- 
5 ben?enesulfQpamirtftmaleate salt 

2-(MethO)(y-phenyl)-3H-qulna20lln-4-one (538mg. 2.13 mmol). prepared as in 
Intermediate 42. is stirred with POCI3. the mixture is heated to reflux at which time 

the mixture t)ecomes homogeneous. The solution is coded to ambient and the 
10 POC\q is removed in vacuo. The residue is taken up in THF (15ml) and treated with 

2-methoxy-5-(2-piperazin-1-yl-ethyl)-t)enzenesuifonamide (768mg, 2.13 mmol) 
followed by a large excess of triethyt amine (5mL). The solution is brought to reflux 
for 1h. and cooled to ambient. The solvent is removed in vacuo and the crude 
material is purified by column chromatography (silica gel; 4% MeOH:methylene 
15 chloride). The purified product (630mg, 1.18 mmol) is treated with maleic acid ( 
137mg. 1.18 mmol) to afford the title compound as pale yellow powder. 
NMR IH {300MH2, DMSO) 5 8.01 (d. 8.4 Hz. 1H). 7.8 (m.2H), 7.6 (m, 2H). 7.58 (m, 
1H), 7.42 (m, 2H). 7.12-7.0 (m. 5H), 3.85 (s, 3H). 3.75 (s. 3H). 3.74 (broad S. 4H), 
2.77- 2.55 (m.8H). 

20 NMR (75 MHz. DMSO) 5 183.58. 160.30. 157.46. 154.39. 152.0. 133.88. 

132.72. 130.97, 130.85. 130.18. 129.74. 128.26. 127.63. 125.17. 120.18, 114.22. 
112.61. 112.48. 79.21. 59.58. 56.04. 55.80. 52.53. 49.20, 31.34. 
Mass Spec: MH+= 534.2 

C.H.N calcd for C28H31N5O4S1-I.5 C4H4O4-O.5 H20 C: 56.97. H: 5.34. N: 9.77. 
25 Found C: 56.91 , H: 5.33. N: 9.52. 

Example 49 

g-Mftthnw.5-f2-f4.r2.r3.trHluorQme thyl-DhenvlVquinazolin-4-vn-DiDerazin-1-vl^ethvn- 
30 h«»n?enesulfQnamide 



Synthesized in a manner similar to Example 48, using 2-(3-Trifluoromethyl- 
phenyl)-3H-quinazolin-4-one (500mg. 1.7 mmol). prepared as In Intermediate 43, 
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and 2-methoxy-5-(2-piperazin-1-yl-ethyt)-benzenesulfonamide (620mg. 1.7 mmol) to 
yield the title compound (900mg, 1.6 mmol). 

NMR lH (300 MHz, DMSO) 68.74 (m,2H), 8.0 (d, 8.1Hz, 1H), 7.89-7.72 (m. 4H), 
7.63 (d, 2.2Hz, 1H). 7.52 (m. 1H), 7.42 (m, 1H). 7.12 (d, 8.6Hz. 1H), 7.02 (brs. 2H), 
5 3.85 (s, 3H). 3.82 (brs, 4H), 2.77-2.5 (m. 8H). 

NMR 13c (75MHz, DMSO) S 164.08, 156.61. 151.01, 139.16, 133.86, 133.14. 
131.86. 131.78. 130.97. 129.78, 128.5, 127.65. 126.82. 126.77. 125.78. 125.46. 
124.05. 1 14.82. 112.58. 79.2. 59.5. 56.03. 52.48. 49.16. 31.38. 
Mass Spec: MH-^= 572.3 
10 C.H.N caicd for C28H28N5O3S1F3 C: 58.83 H: 4.94. N: 12.25. 
Found: C: 58.66. H: 4.99. N: 12.14. 

Example 50 

15 2-MethQxy-5-(2.{4-f2-(4-nitrQ-DhenylVQuinazolin.4-v»-DiDera2in-1-v»-ethvn- 

benzenesuHonamide 

Synthesized in a manner s'miilar to Example 48. using 2-(4-Nitro-phenyl)-3H- 
quinazolin-4-one (500mg. 1.87 mmol). prepared as in intermediate 44,and 2- 
20 methoxy-5-(2-piperazin-1-yl-ethyl)-benzenesuifonamide (674mg. 1 .87 mmol) to 
afford the title compound (900mg). 

NMR 1h (300MHz. DMSO) S 8.69 (m.2H), 8.36 (m. 2H), 8.04 (d, 7.9Hz, 1H), 7.93- 
7.82 (m. 2H), 7.62 (d, 2.2 Hz, 1H), 7.46 (dd. 2.3 Hz. 8.4 Hz. 1H). 7.12 (d. 8.5 Hz. 
1H). 7.01 (S,2H). 3.85 (brs, 7H). 2.78-2.5 (m, 8H). 
25 NMR 13c (75 MHz. DMSO) 5 163.96. 156.26. 154.39, 152.00. 148.58, 144.18. 
133.88, 133.28, 131.87, 130.96, 129.04, 128.61, 126.19, 125.55, 123.74, 114.76. 
112.60, 59.51, 56.03, 52.52, 49.15, 45.64,31.37. 
Mass Spec MH+^ 549.2 

C.H.N calcd. for C27H28N6O5S1-O.5 H2O. C: 58.16 H: 5.24. N: 15.07. 
30 Found C: 58.42, H: 5.24. N: 1 5.05. 
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Exampte 51 

g.M6thoxv.5-(24A-r2.m-tQly l-niiinagQlin.4.vn-DiDera2in-1-vn-ethvl)- 
5 hnnyanesuHonamida 

Synthesized In a manner similar to Example 48, using 2-m-Tolyl-3H- 
quinazolin-4-one (500mg. 2.1 mmol). prepared as in Intermediate 45, and 2- 
methoxy-5-(2-pipera2ln-1-yl-ethyl)-ben2enesulfonamide (762mg, 2.1 mmol) to afford 
1 0 the title compound (BOOmg). 

NMR 1H (300 MHz. DMSO). 5 8.29-8.26 (m. 2H). 8.0-7.97 (m. 1H). 7.89-7.76 (m. 
2H). 7.62 (d. 2.3 Hz, 1H). 7.52-7.28 (m. 4H). 7.12 ( d, 8.5 Hz. 1H). 7.01 (brs, 2H). 
3.85 (s, 3H). 3.82 (brs. 4H). 2.7-2.5 (m, 8H). 

NMR 13c (75 MHz. DMSO) 6 164.09, 158.28. 154.39. 152.21, 138.13. 137.51. 
15 133.90. 132.93. 131.90. 131.06. 130.97, 128.46. 128.39. 127.65. 125.36. 125.32. 
114.7, 112.59. 79.8, 59.57, 56.04. 52.53. 49.23. 31.39, 21.19. 
Mas Spec MH-<-s518.3 

C.H,N calcd. for C28H31N5O3S1. C: 64.97, H: 6.04. N: 13.53. Found C: 64.71, H: 
6.06, N: 13.45. 

20 

Example 52 

i>.Mftthnxv^S-fi>.r4-rg-Dvridin- 4.yl.nuina2Qlin-4-vlVDiDerazin-1-vn-ethvlV 

hftn7ftnesuWonamide 

25 

Triazole (1.4g, 20.2mmol) is suspended in acetonitrile (lOmL) cooled to O^C 
and treated with phosphorous oxychloride (0.42 mL, 4.48 mmol) and triethyl amine 
(2.8 mL, 20.2mmol). The mixture is stirred at O^C for 15 min. when the Ice bath Is 
removed and 2-Pyrldinyl-4-yl-3H-quina20iin-4-one (500mg. 2.24mmol). prepared as 
30 In Intermediate 46. is added as a slurry In acetonitrile. The mixture is stirred at 230C 
for 2h. when triethylamine (1.8mL, 13.4 mmol) and water (4.7mL) are added with 
stirring for 15 min. Chloroform (lOmL) is added followed by sodium bicarbonate 
(saturated solution in water). The organic layer is separated and the aqueous is 
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extracted with chloroform (2 x 15mL). The combined organic extracts are dried with 
sodium sulfate, filtered and concentrated to an oil. The residue is taken up THF and 
treated with triethyiamine (5mL) and 2*methoxy-5*(2-piperazin-1-yl-ethyl)- 
benzenesulfonamide (1 18mg, 0.33 mmol). The resulting solution is heated to reflux 
5 ovemite. cooled to ambient and concentrated. The residue taken up in chloroform, 
washed with water and the organic extract is purified by HPLC. Chromatography is 
performed using a Rainin solvent delivery system and a Rainin Dynamax CI 8 
column. Solvent A consisted of 0.1 % TFA in water. Solvent B consisted of 0.1 % 
TFA in acetonitrile. The compound is purified using a 0% to 60% B solvent gradient 
10 to yield the title compound (22mg.). 

NMR H (300 MHz, DMSO) 8 8.9 (d. 1H). 8.75 (d, 1H), 8.4 (m. 2H), 8.22-7.7 (m,4H), 
7.6-7,4 (m,2H), 7.0 (d, 1H), 4.0-3.9 (m, 7H). 
Mass Spec MH-h= 505.0 

15 Example 53 

f2-methoxvcarbonvlmethvlsulfamovl>4>(2>f4-f2 >Dhenvl-quinazQlin>4yl)-pipera2i^ 

ethvD-DhenoxvVacetic acid methyl ester 

20 2-Hydroxy-5-{2-[4-{2-phenyl-quinazoline-4-yl)-plperizin-1-yll-ethyl}- 

benzenesulfonamide (O.lg. 0.2 mmol). prepared as in Example 55 in a manner 
similar to Example 23, is dissolved in DMF and treated successively with K2CO3 
(0.1 1g. 0.8 mmol), and methyl bromoacetate (0.03 mL, 0.3 mmol). The mixture is 
stirred overnite, filtered and concentrated to an oil. The crude material is purified by 

25 HPLC. Chromatography is performed using a Rainin solvent delivery system and a 
Rainin Dynamax CI 8 column. Solvent A consisted of 0.1 % TFA in water. Solvent B 
consisted of 0.1 % TFA in acetonitrile. The compound is purified using a 15% to 80% 
B solvent gradient. Lyopholization of the appropriate fraction gave 6mg of the title 
compound. 

30 NMR 1 H (DMSO, 300MHz) & 8.5 (m, 2H), 8.05 (d. 1H), 7.9-7.8 (m, 4H). 7.6-7.4 
(m.5H), 7.1 (d, 1 H), 7.05 (s, 1H). 5.0 (s. 2H). 4.8 (s. 2H). 4.3 (brs. 4H). 4.03.9 (brs. 
6H). 3.8 (s, 3H), 3.7 (s, 3H). 3.2 (brs, 2H). 
Mass Spec [M+H]+ 634.3. 
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Example 54 

g-Methow.5.(9.y4.f2-DhB nYUqijina70lin.4.vn.oipera2in.1-vll-DrODV»- 
5 ^nypnftfitiHQnamide 

2-Phenyl-4-pipera2in-1-yl-quinazoline (479 mg. 1.65 mmol). 2-methoxy-5-(2- 
oxo-propyl)-ben2enesuHonamide (400 mg, 1.65 mmol)(ltoh. Y.. et al. EP 331943) 
and titanium tetralsopropoxide (0.64 mL. 2.15 mmol) are stirred for lh. as a solution 

10 In 4mL of THFrEtOH (50:50). Sodium cyanoborohydrlde (76mg, 1 .20 mmol) is added 
and stirring continued for 24h. The reaction mixture is filtered. The filtrate is 
evaporated, redissolved In MeOH. and chromatographed by reverse phase HPLC. 
Chromatography Is performed using a Rainin solvent delivery system and a Rainin 
Dynamax CIS column. Solvent A consisted of 0.1 % TFA in water. Solvent B 

15 consisted of 0.1 % TFA in acetonitrile. The compound is purified using a 15% to 80% 
B solvent gradient. Lyophilization of the appropriate fraction gave 23mg of the title 
compound. 

NMR 1 H (DMSO. 300MHz) 8 8.4 (m.2H). 8.2 (d, 2H). 8.01 (m. 3H). 7.8-7.4 (m, 7H). 
7.2 (d. 2H). 7.0 (s. 1H). 3.9 (s. 3H), 3.85-3.5 (m. 9H), 3.3 (m. 1H). 2.8 (m. 1H), 1.2 (d. 
20 3H). 

Mass Spec lM+Hl+= 518.0 

Example 55 

25 P.mftthoxv-5-{g-r4-f2.Dhen yl-qiiina?olin-4-vn-DlDerazin-1-vi1-ethvlK 

hpn7enesutfona mide maleate 

A suspension of 2-phenyl-4-pipera2in-1-yl-quinazoline (1.33g. 4.6 mmol), 
prepared as in Intermediate 49. 5-(2-chloroethyl)-2-methoxy-t>en2enesulfonamide 
30 (1 .3g. 5.98 mmol), prepared as in Intermediate 48, K2CO3 (1 .91 g, 13.8 mmol), and 
Nal (150 mg) In CH3CN (100 mL) is heated at 95° C for 18h. The reaction mixture is 
filtered and the solids washed with EtOH. The solvent is evaporated and the residue 
Is purified by chromatography on silica using 4% MeOH : CH2CI2 as eluent to afford 
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the product as a pale yellow foam (1 .23 g. 53%). A solution of the product (1 .23 g. 
2.44 mmol) in hot EtOH (10 mL) Is treated with a solution of maleic acid (283 mg. 
2.44 mmol) In EtOH (3 mL). The solvent is evaporated, and the residue crystallized 
from EtOH and Et20 to afford the title compound as an off white solid. 
1H NMR (DMSO-d6) 5 8.51 (m, 2H). 8.08 (d. 1 H. J = 8.3 Hz). 7.92 (m, 2H), 7.69 (d. 
1H, J = 2.2 Hz). 7.52 (m. 5H). 7.18 (d. 1H. J = 8.5 Hz). 7.05 (s. 2H), 6.06 (s. 2H). 
3.87 (s. 3H). 3.31 (m. 10H). 2.99 (m, 2H). 

C31H33N5O7S-H2O requires C: 58.39. H: 5.53, N: 10.98; found C: 58.73. H: 5.47. 
N: 10.79. 

Example 56 

2-methQXV-5-fg-r4-rR-chlQro-3.nheny|^uinagQtin^ .vn.DiDera?in.1.yl].ethyt). 

benzenesuHonamirift 

A solution of 8-chloro-2-phenyl-3H-quinazolin-4-one (68 mg, 0.26 mmol), 
prepared as In Intermediate 51. in POCI3 (10 mL) is heated at reflux for 30 min. The 
POCI3 is removed by rotary evaporation, and the residue partitioned between CHCI3 
(100 mL) and H2O (50 mL). The organic layer is dried (Na2S04) and concentrated 
to a yellow solid. This solid is taken up in THF (10 mL), treated with 2-methoxy-5-(2- 
piperazln-1-yl-ethyO-benzenesulfonamide dihydrochloride (145 mg. 0.39 mmol) and 
Et3N (2 mL). prepared as In IntenDediate 50. and heated at reflux for 15 h. The 
solvent is evaporated, and the residue purified by chromatography on silica using 
3% MeOH:CHCl3 as eluent to afford the title compound as a tan solid (52 mg, 37%). 
lH NMR (DMSO<J6) 5 8.50 (m, 2H). 7.96 (m. 2H). 7.61 (d. 1H. J = 2.2 Hz), 7.52 (m, 
3H), 7.45 (m, 2H), 7.10 (d, 1H. J = 8.6 Hz). 7.00 (broad s, 2H). 3.85 ( broad s. 7H), 
2.78 (m. 2H). 2.68 (m, 4H). 2.56 (m, 2H). 

C27H28N503SCI requires C: 60.27, H: 5.25. N: 13.02; found :C: 60.07. H: 5.27. N: 
12.83. 

FAB MS m/z found 538 (MH+) 
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Example 57 

p.[^othnyy.fi-fg-f4-f7 -r^lnrfvg.phenyl-niiina20lin-4-vlVninem7in-1-Vl1'ethYl}- 
5 iTftpypnasiiHonamide 

Synthesized in a manner similar to Example 56. using 7-chloro-2-phenyl-3H- 
quina20lin-4-on© (270 mg. 1.05 mmol). prepared as in Intermediate 52. and 2- 
methoxy-5-(2-piperazin-1-yl-ethyl)-benzenesuHonamidedihydrochloride (558 mg, 1.5 

10 mmol). prepared as In Intemiediate 50, to afford the title compound as a yellow solid 

(260 mg). 

1H NMR (DMS0-d6) 8 8.45 (m. 2H). 8.01 (d, 1H. J = 9 Hz). 7.89 (d. 1H. J = 2.2 Hz). 
7.61 (d. 1 H. J = 2.2 Hz). 7.56 - 7.42 (m. 5H). 7.1 1 (d. 1 H, J = 8.6 Hz). 7.13 (broad s, 
2H). 3.86 (br s. 7H). ^78 (m. 2H). 2.67 (m. 4H). 2.56 (m. 2H). 
15 C27H28N503SCI requires C: 60.27. H: 5.25, N: 13.02; found C:60.05. H. 5.36. N: 
12.80 

FAB MS m/z found 538 (MH+) 

Example 58 

20 

9-mPthnw.5-f9-[4.r!>.cvcloho vYl-f^iiinago!in.4-vn-niDerazin-1-Vn-ethYl)- 

hftnrftP'**^""""^""'^^ maleate 

Synthesized in a manner similar to Example 56. using 2-cyclohexyl-3H- 
25 quinazolin-4-one (300 mg. 1 .31 mmol). prepared as in Intermediate 53. and 2- 
methoxy-5-(2-plperazin.1-yl-ethyl)-benzenesuHonamide dihydrochloride (488 mg. 
1.31 mmol). prepared as in Intermediate 50. to afford the title compound as a pale 
orange solid (534 mg). 

1H NMR (DMSO-d6) 8 8.02 (d. 1H. J = 8.0 Hz). 7.79 (m. 2H). 7.67 (s. 1H). 7.49 (m. 
30 2H). 7.16 (d. 1H. J = 8.3 Hz). 7.05 (s. 2H). 6.04 (s. 2H). 3.95 (m, 4H). 3.87 (s. 3H). 
3.25 (m. 6H). 2.95 (m. 2H). 2.76 (m.lH). 1.95 (m. 2H). 1.77 (m. 2H). 1.62 (m. 3H). 
1.35 (m.3H). 

C31H39N507S requires C: 59.5. H: 6.28. N: 11.19; found C: 59.3. H:6.25. N:11.04. 
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FAB MS m/z found 510 (MH-t-) 

Example 59 

5 2.methoxv.5-f2-f4.f2.nH.pyrro».2.ytWquina2Qlin.4-yl)-piDera2ln-1.ylVethyl}. 

benzenesuHonamide 

Synthesized in a manner similar to Example 56, using 2-(1H-pyrrol-2-yl)-3H- 
qulnazolin-4-one (405 mg. 1.9 mmol), prepared as in Intermediate 54, and 2- 
10 methoxy-5-(2-piperazin-1-yl-ethyl)-benzenesulfonamide dihydrochloride (707 mg, 1 .9 
mmol), pr^ared as in Intermediate 50, to afford the title compound as a tan solid 
(410 mg). 

1h NMR (CEX)I3) S 7.66 (m. 3H), 7.51 (dt, 1H. J = 8.3, 1.2 Hz). 7.25 (dd. 1H, J * 8.6, 
2.2 Hz). 7.18 (dt, 1H. J = 8.0. 1.0 Hz). 6.98 (d. 1H. J = 2.9 Hz). 6.83 (m. 2H). 6.19 
15 (m, 1 H), 4.99 (s, 2H), 3.85 (s, 3H), 3.68 (m, 4H), 2.70 (m. 2H). 2.58 (m, 4H), 2.51 (m. 
2H). 

FAB MS m/z found 493 (MH-t-) 

Example 60 

20 

2-methoxv-5-f2.r4.(2KihtQro^ulna?olin.4.vn.DiDerazin.l.yl].ethyl}. 
benzenesuHonamirift hydrochloride 

A solution of 2.4-dlchloroquinazoline (160 mg, 0.8 mmol) in THF (5 mL) is 
25 treated with a solution of 2-methoxy-5-(2-piperazin-1-yl-ethyl)-t)enzenesulfonamide 

dihydrochloride. prepared as in Intemiediate 50, and EtaN (0.22 mL) in MeOH (5 

mL) and stin-ed at 23 C for 18h. The reaction mixture is filtered and the white solid is 

washed with EtOAc to afford the title compound (290 mg). 

1H NMR (DMSO-d6) 8 11.12 (s. 1H), 7.90 (t. 1H. J = 8 Hz). 7.78 (d, 1H. J = 8 Hz). 
30 7.67 (s. 1H). 7.60 (t. 1H, J s 7 Hz). 7.48 (d. 1H. J = 9Hz). 7.18 (d, 1H, J = 8 Hz). 7.06 

(S. 2H), 4.47 (m, 2H), 3.87 (s. 3H), 3.75 (m. 4H), 3.38 (m. 4H). 3.10 (m. 2H). 

C21H25N5O3SCI2 - 0.5 H2O) requires C: 49.71, H: 5.16. N: 13.80; found C: 49.82, H: 

5.06. N: 14.05. 



GI2019 



-147- 



FAB MS m/z found 462.3 (MH+) 

Example 61 

5 9rfnftthnyy.S^944.fauinaynlin.4-viVDiDP ra7in.1-vn.ethvl)-ben2enesutfQnamide 

A solution of 2-melhoxy-5-{2-l4-(2-chloro-quinazolln-4-yl)-piperazin-1-yll- 
ethyl}-benzenesulfaiamide hydrochloride (210 mg. 0.45 mmol). prepared as in 
Example 60, in EtOH (50 mL) and EtOAc (50 mL) is treated with NaOAc (37 mg, 

1 0 0.45 mmol) and 1 0% Pd/C (200 mg)and hydrogenated at 40 psi for 24h. The 
catalyst is removed by filtration through celKe, and the solvent evaporated. The 
residue is purified by chromatography on silica using 5% MeOH: CH2CI2 as eluent 
to afford the product as a yellow oil (41 mg, 21%). The oil (41 mg, 0.1 mmol) in hot 
EtOH is treated with a solution of maleic acid (12 mg, 0.1 mmol) in warm EtOH. The 

1 5 precipitated product soBd is collected and dried to afford the title compound as a pale 
yellow solid. 

1H NMR (DMSOKJ6) 88.72 (s, 1H). 8.05 (d. 1H. J = 8.1 Hz), 7.96 (s, 2H). 7.66 (s. 
1H), 7.62 (m, 1H). 7.48 (d. 1H, J = 8.3 Hz), 7.17 (d, 1H. J = 8.3 Hz). 7.05 (s, 2H). 
6.05 (s. 2H), 3.87 (s. 3H), 3.31 (m, 10H). 2.96 (m. 2H). 
20 C25H29N5O7S requires C:55.24, H:5.38, N:12.88; found 0:55.10. H:5.45. N:12.59. 

FAB MS m/z found 428 (MH+) 

Example^ 

25 (R)9.methQxy.S.(2-r3-f2-f3-Rhloro-4-fluo rf>-phenvn-Qiiina7olin-4-vl amino)- 

pyrrolidin.1 -yl].ftthvn.ben7ftnesulfonamide 

Synthesized in a manner similar to Example 56, using 2-(3-chloro-4-fluoro- 
phenyl)-3H-quinazolin-4-one (640 mg, 2.3 mmol), prepared as in Intermediate 55, 
30 and (R(.5-[2-(3-amino-pyrrolidin-1-yl)-ethyll-2-methoxy-benzenesulfonamide (596 
mg. 1.6 mmol), prepared as in Intermediate 47. to yield the title compound as a tan 
solid (200 mg). 
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1H NMR (DMS0<i6) S 11.34 (br s. 1H), 8.89 (m. 0.5 H). 8.76 (m, 1.5 H). 8.57 (m. 
1H). 8.17 (d. 1H. J = 7.6 Hz). 8.04 (t. 1H. J « 7.1 Hz). 7.73 (m. 3H). 7.54 (d. 1H. J = 
8.6 Hz). 7.21 (dd. 1H, J = 8.5. 3.6 Hz). 7.09 (s. 2H), 5.41 (m. 0.5H), 5.29 (m. 0.5 H). 
4.15 (m. 1H). 3.91 (s. 3H). 3.59 (m. 5H. obscured by H2O). 3.10 (m. 2H). 2.72 (m. 
5 1H), 2.39 (m, 1H). 

FAB MS m/z 556.5 (MH-I-) 

Example 63 

10 2-methQXV»5»(2»r4-fS.chtero.2-Dhenvl.Qijinazo!in.4-vtV DiDera2in-1.vl1.fithv». 

benzenesulfonamidft trifltinmaftotflte 

Synthesized in a manner similar to Example 56, using 5-chloro-2-phenyl-3H- 
quinazolin-4-one (460 mg. 1.8 mmoO. prepared as In Intermediate 56, and 2- 
1 5 methoxy-5-(2-piperazin-1 -yl-ethyO-benzenesuWonamide dihydrochloride (81 9 mg. 2.2 
mmol), prepared as in Intermediate 50. to afford the product as a pale pink powder 
(600 mg). 

1H NMR (DMSO-d6) 5 8.46 (m. 2H). 7.88 (m. 1H). 7.81 (t, 1H. J = 7.7 Hz), 7.66 (m, 
2H). 7.53 (m, 4H), 7.18 (m. 1H). 7.04 (br s. 2H). 4.40 (m, 1H). 4.18 (m. 1H). 3.86 (m. 
20 5H). 3.50 (m. 3H), 3.25 (m. 2H), 3.1 - 2.92 (m. 3H). 

C31H30N5O7SCIF6-H2O requires C:47.48. H: 4.11, N: 8.93, found C: 47.40. H: 
3.94, N: 8.75. 

Example 64 

25 

2-methQXV-5-(2'f4-(6-methoxv-2-Dhenvl-oijinazolin-4-vlVDi oerazin-1-vn.ftthvl}. 
benzenesulfonamidetriffuoroacetate 

Synthesized In a manner similar to Example 56, using 6-methoxy-2-phenyl- 
30 3H-quinazolin-4-one (320 mg, 1 .3 mmol). prepared as in Intermediate 57, and 2- 
methoxy-5-(2-piperazln-1-yl-ethyl)-benzenesulfonamide dihydrochloride (532 mg. 
1.43 mmol), prepared as in Intemiediate 50. to afford the title compound as an off- 
white powder (90 mg). . 
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lH NMR (DMSO-dS) fi 10.8 broad. 1H). 8.60 (,m, 2H), 8.09 (d, 1H, J = 9 Hz). 7.82 
(d. 1H. J = 1.9 Hz), 7.68 (m, 5H), 7.44 (d. 1H, J = 2.5 Hz). 7.33 (d. 1H. J = 8.6 Hz). 
7.20 (S. 2H). 4.69 (m. 2H). 4.09 (s. 3H). 4.01 (s, 3H). 3.85 (m, 4H). 3.52 (m, 4H). 
3.20 (m. 2H). 

5 C32H33N5O8F6S - 0.5 H2O requires C: 49.87, H: 4.45, N: 9.09. found: C: 50.01 . H: 
4.55, N: 9.25. 
FAB MS m/z 534.1 (MH-i-). 

Example 65 

10 

3.7-dimethvl-1-(3-r4-fg-Dhenvl- auina2olin-4-vn.DiDerazin-1-vn-DroDvl}-3.7- 
dihvdropurine-g.e-diQnetrifluoroacetate 

A solution of 2-phenyl-4-piperazln-1-yl-quinazoline (1g, 3.44 mmol), 1-(3- 
15 chloropropyl)theobromine (883 mg, 3.44 mmol), K2CO3 (954 mg, 6.9 mmol). and 

Nal (100 mg) in CH3CN (15 mL) is heated at reflux 95 C for 15h. The solvent is 

evaporated and the residue purified by reverse phase HPLC (gradient elution. 10 - 

60 % CH3CN in H2O with 0.1 % TFA). The appropriate fractions are lyophilized to 

afford the title compound as an off-white solid (432 mg). 
20 1 H NMR (DMS0-d6) 6 8.46 (m. 2H). 7.99 (m, 2H). 7.85 (m. 2H), 7.49 (m. 4H). 3.94 

(t. 2H. J = 7.1 Hz). 3.87 (s, 3H). 3.76 (m. 4H). 3.40 (s. 3H), 2.59 (m. 4H). 2.43 (m, 

2H). 1.76(m. 2H). 

FAB MS m/z 511 (MH+) 

25 Example 66 

l.m6thvl-5-M-r4-f2-Dhenvl-Quina2o lin-4-vn-DiDerazin-1-vn-butvlidene)-im}dazolidine- 

2.4-dione 

30 A solution of 4-[4[(2-phenyl-quinazolin-4-yI)-piperazin-1 -yll-butyraldehyde 

(466 mg, 1.3 mmol). prepared as in Intermediate 58. diethyl 1-methyl-2,4- 
dioxoimidazolidine-5-phosphonate (for preparation see JO/y Chsm , 56, 6897 
(1991)) (400 mg, 1.6 mmol). and LiCI (68 mg, 1.6 mmol) in CH3CN (16 mL) is 
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treated with DBU (0.19 mL. 1.3 mmol) and stirred at 23 C for 18h. The solvent is 
evaporated and the residue purified by chromatography on silica using 3% 
CH30H:CH2Cl2 as eluent to afford the title compound (2:1 mixture of olefin isomers) 
as a white solid (130 mg). 
5 1 H NMR (CDCI3) 6 8.40 (m. 2H). 7.83 (d. 1 H. J = 8.3 Hz). 7.75 (d, 1 H. J = 8.0 Hz). 
7.58 (t. 1H, J = 7.1 Hz). 7.32 (m, 3H), 7.27 (t. 1H. J = 8.1 Hz), 5.72 (t. 0.33H. J = 8.3 
Hz), 5.29 (t. 0.66H, J * 8.1 Hz), 3.80 (m, 4H). 2.92 (s, 3H). 2.62 (m. 6H). 2.41 (m. 
2H),1.64(m,2H). 
FAB MS m/z 457.2 (MH+). 



Example 67 

2-MethQXV-5-f3-f4-(2'Dhenvl-Quin2olin^ .vn-DiDera7in.i.y|).DrQnyl}. 
IS benzenestjlfonamirtft 

5-(3-chloro-propyl)-2-methoxy-benzenesulfonamide (0.44 g, 1.7 mmol), 
prepared as In Intemtedlate 59, diisopropylethytamine (0.5 mL, 2.8 mmol) and 
sodium iodide (170 mg, 1.1 mmol) are added to a solution of 2-phenyl-4-piperazine- 
20 1-yl-qulnazoline (0.32 g, 1.1 mmol) in dioxane (10 mL), and the solution is heated at 
reflux for 36 h. After cooling, saturated sodium bicarbonate solution is added to the 
reaction mixture which Is then extracted with ethyl acetate. The combined organic 
layers are dried with magnesium sulfate, filtered and concentrated to give a yellow 
residue. The residue is purified by recrystallization from hot ethyl acetate. The 
crystals are washed with chloroform and dried in a vacuum oven to give the title 
compound. 

lH NMR (DMS0-d6) 8 8.50-8.47 (m. 2H). 8.00 (d. 1H, J = 8 Hz), 7.89-7.78 (m, 2H), 
7.59 (s, 1H) 7.54-7.46 (m. 4H), 7.42 (dd, 1H, 2.2, 8 Hz), 7.1 1 (d. 1H, 9 Hz). 7.01 
(S, 2H). 3.86-3.83 (m. 7H), 2.68-2.53 (m. 6H), 2.36-2.32 (m, 2H), 1.77-1.73 (m, 2H); 
FAB MS m / z found 518 (MH+). 

Anal. Calcd. for C28H32N5O3S: C, 64.97; H. 6.04; N. 13.53. Found C, 63.53; H, 
5.92; N, 13.16. 
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Example68 

p. Mp*hnvY.isi.memvi- sg>-f^^g-t^enyH'""«^Q'«"-^-v'^-"'f^ra2in-1-vlV^^ 
hftn7ftfT«»*^""Q"^'"'«^» bismaleate 

5 

Synthesized in a manner similar to Example 67. using 5-(2-Chloro-ethyl)-2- 
methoxy-N-methyl-benzenesuHonamide (1.0 g. 4 mmol), prepared as in Intennediate 
60. and 2-phenyl-4-pipera2ine-1-yl-quinazoline (0.74 g. 2.5 mmol)to yield the title 
compound (0.27 g): 

10 ^ H NMR (DMSOde) 8 8.52.8.49 (m. 2H). 8.09 (d. 1 H. J = 8 Hz). 7.96-7.85 (m. 2H). 
7.68 (d, 1H. J« 2 Hz), 7.60-7.52 (m. 5H). 7.21 (d. 1H. J= 8 Hz). 7.01 (d. 1H. J= 5 
Hz). 6.13 (S. 4H). 3.87 (s. 5H). 3.51-3.36 ( m. 6H), 3.06-3.01 (m. 4H), 2.37 (d. 3H, J 
= 5 Hz); 

FAB MS m / z found 518 (MH+). 
15 Anal. Calcd.for C36H39N5OllS«0.5 H2O: C. 57.67; H. 5.24; N. 9.34. Found: C. 

56.88; H, 5.26; N. 9.28. 

Example 69 

20 9-MftthQxv-NN-rtimethvl-S.f2. r A-/?-nhenvl-nuina70lin-4-vl)-Pinfra7in-1-Yll-eth^^ 

rmnrftnft*^""""^""'*^ bismaleate 

Synthesized in a manner similar to Example 67. using 5-(2-chloro-ethyl)- 
methoxy-N,N-dimethyl-benzenesulfonamide (1.0 g. 3.6 mmol). prepared as in 
25 Intermediate 61 .and 2-phenyl-4-piperazine-1-yl-quinazoline (0.70 g. 2.4 mmol) to 
give the title compound (0.76 g): 

1 H NMR (DMS0-d6) 5 8.50-8.47 (m. 2H). 8.00 (d. 1H. J = 8 Hz) 7.89-7.78 (m. 2H). 
7.62 (s. 1H). 7.53-7.50 (m. 5H). 7.17 (d 1H. J= 9 Hz). 3.84-3.82 (m. 7H). 2.82-2.75 
( m. 2H). 2.70 (s. 10H). 2.63-2.56 (m. 2H). 
30 Anal. Calcd. for C37H41N5O11S: C. 58.18; H. 5.41; N. 9.17. Found: C. 57.96. H. 

5.36. N. 9.33. 
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Example 70 

N-AcetVl-2-memQXV-542-f4-f2-Dhfinvl-Quina?Qlin^ylVDiDerayifu1.yl]^^^ 

benzenesulfonafnirtA 

Acetic anhydride (0.6 ml^ 6 mmo!) and concentrated sulfuric acid (1 drop) are 
added to a stirring solution of 2-fnetho)(y-5-{2-[4-(2-phenyl-quinazolin.4.yl).pipera2in. 
1-yll-ethyl).benzenesulfonamide maleate (0.20 g, 0.4 mmoi), prepared as In 
Example 55. in dioxane (5 mL). The solution is then heated to 60OC for 4 h. The 
mixture is cooled.and saturated sodium bicart)onate solution is added. Next, the 
material is extracted with ethyl acetate. The organic layers are combined and dried 
with magnesium sulfate, filtered and concentrated. The residue is purified by silica 
gel chromatography with an eluant of methanokmethylene chloride (gradient of 1:19 
to 1:9) to give the title compound as an off-white solid (27 mg): 
1H NMR (DMSO-de) 8 1 1.90 (s. 1H). 8.50-8.47 (m. 2H). 8.00 (d. 1H. J= 9 Hz). 7.89- 
7.78 (m, 2H), 7.70 (d, 1H. J = 2 Hz). 7.56-7.49 (m, 5H). 7.15 (d. 1H. J= 8 Hz). 3.87- 
3.84 (m, 7H). 2.84-2.79 (m, 2H). 2.70 (s, 4H). 2.62-2.57 (m. 2H). 1.9 (s. 3H): FAB 
MS m/z found 546 (MH-**). 

Anal. Calcd. for C29H31N5O4S • 0.5 H2O: C. 62.80: H. 5.82; N. 12.63. Found: C. 
62.79: H. 5.79: N. 12.54. 



Example 71 

N-AcetYl-2-methQXV-N-mftthvl-5-f2-f4.fP.nhenvl.Quina7ftli n ^.vh.piDerayin.1.yl). 
ethvll-ben7PnPsii|fonamidfthis trifluoroaftetatft 

Acetic anhydride (0.37 mL. 3.9 mmd) and concentrated sulfuric acid (1 drop) 
are added to a stirring solution of 2-methoxy-N.methy|.5-{2-I4-(2.phenyl-quina20lin. 
4-yl).pipera2ln-1-ylJ-ethyl}.ben2enesulfonamide (0.20 g. 0.28 mmol). prepared as in 
Example 68, in dioxane (5 mL), and the mixture is heated to 6OOC for 5 h. After 
cooling, the mixture is concentrated and azeotroped with toluene. The residue is 
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purified by reverse phase HPLC using acetonitrile:water (5% to 40% gradient over 
30 min) as the eluant to gJve the title compound (90 mg): 

1H NMR (DMSOdS) 8 8.81 (d. 2H. J=7 Hz). 8.66 (d. 1H. J= 8 Hz). 8.47 (d. 2H. J= 
4 Hz). 8.36 (s. 1H). 8.21-8.05 {m. 5H). 7.66 (d, 1H. J= 8 Hz). 5.06 (s. 4H). 4.36 (s. 
3H). 4.07 (s. 4H), 3.93-3.87 (m. 2H). 3.71-3.60 (m. 5H). 2.72 (s. 3H); FAB MS in / z 

found 560 (MH+). ^ ^ ^ 

Anal. Calcd. for C30H33N5O4S«C2HO2F3: C. 51.84: H. 4.48; N. 8.89. Found: C. 

52.53: H, 4.72: N. 9.10. 



10 Example 72 

p. (ff.[A.(9.phftnvt^u i naTnlin.4.xri>-oiCM»^«^'"-1-^^fonv'^'f^'^^^^ diOnS 

N-(3-Bromopropyl)phthalamlde (16.2 g. 56 mmol) is added to a stirring 
15 solution of 2-phenyl-4-piperazine.1-yl-quinazoline (16.0 g. 55 mmol). prepared as in 
Intermediate 49. in dry acetonitrile (275 mL). Next the mixture Is heated to just 
below reflux and potassium carbonate (22.8 g. 165 mmol) and sodium Iodide (4.1 g. 
28 mmol) are added. The mixture Is refluxed for 16 h. After cooling, the reaction 
mixture is concentrated. The residue Is dissolved In ethyl acetate and Is washed 
20 with water and then brine. The organic layer Is dried over magnesium suHate. 
filtered and concentrated until solid began to form. The mixture is left at room 
temperature for 16 h and Is then filtered. The white solid Is washed with ethyl 
acetate and dried to give the title compound (21.18 g): 

1H NMR (DMSO-de) 68.45-8.42 (m. 2H). 7.92 (d. 1H. J = 8 Hz). 7.87-7.83 (m. 3H). 
25 7.81-7.75 (m. 4H) 3.68-3.62 (m. 6H). 2.47-2.46 (m. 4H). 2.40 (t. 2H. J = 6 Hz). 1 .86 
(p. 2H. J=6Hz); 
FAB MS m /z found 478 (MH+). 

Anal. Calcd. for C29H27N5O2 : C. 72.94; H. 5.70; N. 14.67. Found: C. 73.00; H. 
5.70: N, 14.61. 

30 

Example 73 



H,{9.[^./9.nhen v i-rT>i»a^»iin-4-vivninftra7in-i-vn-ftthoxv)-ben z amide 
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Diisopropylethylamine (0.95 mL, 5.5 mmol), 3-(2-chtoro-ethoxy).ben2amide 
(0.44 g, 2.2 mmol), prepared as in Intermediate 62, and sodium iodide (0.16 g. 1.1 
mmol) are added to a stirring solution of 2-phenyl-4-piperazine-1-yl-quinazoline 
5 (0.40 g, 1.1 mmol) in dioxane (10 mL). The reartion mixture is refluxed for 16 h. 
After cooling, the reaction mixture Is diluted with sodium bicart)onate solution and 
washed with ethyl acetate. The organic layers are combined and dried with 
magnesium sulfate, filtered and concentrated. The residue Is purified by silica gel 
chromatography with an eluant of methanol-methylene chloride (1 :20) to give the title 
10 compound (80 mg): 

lH NMR (CDCI3) 5 8.57-8.54 (m, 2H). 7.94 (dd, 2H. J = 9 , 2 Hz). 7.72 (t. 1H, J = 9 
Hz), 7.75-7.32 (m. 7H), 7.13-7.09 (m. 1H), 4.23 (t. 2H. J = 6 Hz), 3.91 (t. 4H, J = 4 
Hz) 2.93 (t. 2H J = 5 Hz) 2.83 (t, 4H, J = 5 Hz). 

Anal. Calcd. for C27H27N5O2 : C,71.50; H, 6.00; N. 15.44. Found: C, 71.29; H, 
15 6.05; N, 15.37. 

Example 74 

1.3-Dimethvl-9-(2-f4-r2-Dhenvl.nuina?olin-4.ylWDipera7in.1. vn-ethvll.3,9^ihyrirn- 
20 DUrine-2.6-dlone bistrifliiftrnarfttat«| 

7-(2-Chloroethyl)theophylljne (0.62 g. 2.6 mmol)(Aldrich), sodium iodide (0.25 
g, 1.7 mmol) and diisopropylethylamine (1.2 mL, 6.8 mmol) are added to a stirring 
mixture of 2-pheny|.4-piperazine-1-yl-quinazoline dihydrochloride (0.60 g, 1.7 mmol) 

25 in dioxane (20 mL). The mixture is refluxed for 16 h. After cooling, the reaction 
mixture is diluted with sodium bicarbonate solution and then washed with ethyl 
acetate. The organic layers are combined, dried over magnesium sulfate, filtered 
and concentrated. The residue is purified by reverse phase HPLC using an eluant of 
acetonltrlle: water (5% to 40% gradient over 30 min) to give the title compound (73 

30 mg): 

lH NMR (CD3OD) 5 8.34-8.31 (m, 2H), 8.24 (d. 1H, J = 8 Hz). 8.08-8.01 (m, 3H), 
7.73 (dt. 4H. J = 25. 7 Hz), 4.54 (t. 4H, J = 5 Hz). 3.56 (s, 3H), 3.37 (s, 3H), 3.19 (t, 4 
H, J=5Hz); 
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FAB MS m/z found 497 (MH+). 

Anal. Calcd. for C27H28N8O2 • 0.5 H2O • 2 C2HF3O2 : C, 50.75: H, 4.26; 15.27. 
Found C. 50.80; H, 4.26; N, 15.37. 

5 Example 75 

4-M.f2-f7.M6thow.1g.3.4.tet rahvdro.naDhthal6n.2.vn-6thvl]-DiDera2in-1-vlV 

g-phenvl-Quinazoline 

10 7-Methoxy-2-tetralone {1.0 mL. 1.7 mmol)(Aldrich), acetic acid (1.2 mU 0.21 

mol), and molecular sieves are added to a stinring solution of 2-phenyl-4-piperazine- 
1-yl-quinazoiine (1.0 g. 3.4 mmol) in a mixture of tetrahydrofuran and methanol (1:1, 
4 mL). The reaction mixture is cooled to O^C in an ice bath and sodium 
cyanoborohydride (0.21 g, 3.4 mmol) is added. The reaction is stirred at 0°C for 3 h 

15 and is then allowed to warm to room temperature. The mixture is filtered and the 
solid washed with ethyl acetate. The filtrate is washed with IN sodium hydroxide 
followed by brine. The organic layers are combined, dried over magnesium sulfate, 
filtered and concentrated. The residue is purified by silica gel chromatography with 
an eluant of ethyl acetate:hexane (30% to 70% gradient) to give the title compound 

20 (470 mg): 

1H NMR (DMS0-d6) 6 8.50-8.47 (m. 2H), 8.01 (d, 1H, J = 8 Hz). 7.89-7.78 (m. 2H). 
7.53-7.49 (m. 4H), 6.98-6.94 (m, 1H). 6.66-6.65 (m, 2H). 3.85 (s, 4H), 3.68 (s, 3H), 
2.86-2.67 (m. 9H). 2.05-2.01 (m. 1H). 1.61 1.55 (m, 1H); 

FAB MS m /z found 476 (MH+). 
25 Anal. Calcd. for C29H30N4O: C. 77.30; H. 4.26; 15.27. Found: C, 77.06; H. 6.80; 

N. 12.23. 

Example 76 



30 4.{4.f2-f6.Methoxv.1.2.3.4-te trahvdrQ-naDhthaten-2-vn-ethvn-DlD6ra2in-1-vl)-2- 

phenyl-auinaz olinebistrifluoroacetate 
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Synthesized In a manner similar to Example 75, using 6-Methoxy-2-tetralone 
(1.0 mU 1.7 mmol)(Lancaster), and2-phenyt-4-piperazine-1-yl-quinazoline (1.0 g, 
3.4 mmol) to give the title compound (115 mg): 

lH NMR ( DMSO-de) 68.50-8.47 (m. 2H). 8.14 (d. 1H, 8 Hz). 7.98-7.88 (m. 2H). 
5 7.63-7.54 (m. 4H). 7.04 (d. 1 H, J= 8 Hz). 6.76-6.71 (m. 2H). 4.65-4.60 (m. 4H) 3.70 
(s. 3H). 3.66-3.45 (m, 3H). 3.13-2.82 (m. 6H). 2.40-2.29 (m. 1H). 1.89-1.74 (m. 1H); 
FAB MS m /z found 451 (MH+). 

Anal. Calcd. for C29H30N4O • 2 C2HF3O2 • 0.75 H2O : C. 58.41 ; H, 4.75; N 8.26. 
Found: C, 57.14; H. 4.82; N, 8.13. 

Example 77 

2.2 . 3 . 3rTetramftthvl-f;vclODroDanecarhox\rfieaftid{3.[A . r2-phenvl.qiiinazotin-4.yn- 
PiPerazin-l-vn-oroPvlVamlrift malaatft 

2.2,3.3-Tetramethylcyclopropanecart)oxylic acid (0. 1 0 g. 0.7 mmol). 
diisopropylethylamine (0.4 mL. 2.1 mmol). and bromo-tris-pyrroiidino-phosphonium 
hexafluorophosphate (0.36 g, 0.77 mmol) are added to a stirring solution of 3.[4-(2- 
Phenyl-quinazolin-4-yl)-piperazin-1.yl]-propylamine (0.25 g. 0.7 mmol). prepared as 
In Intemnediate 63, in dimethyHomiamide (3.0 mL). After 2 h the reaction is diluted 
wHh water and washed with ethyl acetate and chlorofomri. The organic layers are 
combined, dried over sodium sulfate, fihered and concentrated. The residue is 
purified by silica gel chromatography using an eluant of methanolrmethylene chloride 
(1:19). The maleic acid salt is made by dissolving the product in a minimal amount 
of boiling ethyl acetate and adding maleic acid (25 mg. 0.21 mmol) in methanol (0.2 
mL). The solid which formed upon cooling is filtered and dried in a vacuum to give 
2.2,3.3.-tetramethyl-cyclopropanecarboxylic acid {3-(4-(2-phenyl-quinazolin-4-yl)- 
piperazin-1-yl)-propyl-amide (83 mg. 20 %): 1 H NMR (CD3OD) S 8.48-8.46 (m. 2H). 
8.07(d. 1H. J« 8 Hz), 7.98 (d. 1 H. J = 8 Hz). 7.88-7.85 (m. 1 H). 7.59 (t. 1 H. J = 7 
Hz). 7.51-7.49 (m, 3H), 6.23 (s. 2H). 3.45 (s. 4H). 3.30-3.28 (m. 4H). 3.12 (t. 2H. J= 
7 Hz). 1.96 (p, 2H. 7 Hz). 1.26 (s, 6H). 1.18 (s, 6H). 1.08 (s. 1H); FAB MS m /z 
found 472 (MH+). Anal. Calcd. for C29H37N5O • 0.33 H2O • 1 C4H4O4: C, 66.76; 
H, 7.07; N. 1 1.08. Found: C. 66.64; H. 6.89; N. 1 1.83. 
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Exampie 78 

Tfttrahydro.furan-2-carhowlicacid (2.f4.f2-ph6nvl-Quina2Qlin-4-Vl)-PiPerazin-1-Vl1- 
5 fithyiyamide bistrHluoroacetate 

2-Tetrahydrofuroic acid (0.11 mL, 1.1 mmol), diisopropytethylamine (0.2 mL, 
1.1 mmol), and bromo-lris-pyrrolldino-phosphonium hexafluorophosphate (0.76 g. 
1.7 mmol), 2-[-(2-Phenyl-quina2oHn-4-yO-plperazin-1-yll-ethylamlne (250mg, 

10 0.7mmol), prepared as in Intermediate 64. are added to a stirred solution of 

dimethytformamide (5 mL). After 2 h, the reaction is diluted with saturated sodium 
bicarbonate solution and chloroform. The aqueous layer Is washed with chloroform 
and the organic layers are combined, dried with sodium sulfate, filtered and 
concentrated. The residue Is purified by reverse phase HPLC using an eluant of 

15 acetonltrile : water (5% to 40% over 30 min) to give the title compound (0.33 g): 

1h NMR (CD3OD) 88.36 (d, 2H J = 8 Hz). 8.23 (d. 1H, J = 8 Hz), 8.08-8.02 (m. 2H). 
7.78-7.70 (m. 2H), 7.64 (t, 2H. J = 7 Hz). 4.56 (s, 4H). 4.36-4.33 (m, 1H), 3.99-3.96 
(m, 1H). 3.89-3.84 (m. IN), 3.79-3.73 (m, 1H). 3.33 (t. 2H. J = 6 Hz), 2.37-2.29 (m. 
1H), 1.99-1.87 (m,4H); 

20 FAB MS m /z found 432. (MH+). 

Anal. Calcd. for C25H29N502 • 1.5 H2O • 2 C2HF3O2: C. 50.73; H. 4.99; N. 10.20. 
Found: C, 51 .07, H. 4.73; N. 9.91 . 

25 Example 79 

4-r4-f3.3-Dinhftnvl-DroDv n-ninera7in.1.vn-2-Dhenvl-QUinaZ0line 

2-Chloro-4-phenyl quinazoline(1.51 g, 5.37 mmol) was taken up In THF (18 
30 mL) and to this solution was added EtsN (1.1 mL, 8.05 mmol) and 1-(3.3-diphenyl- 
propyl)-piperazine (1.51 g, 5.37 mmol.Regnier, G.L bX al, J. Med Chem. (1972). 15, 
295-301). The solution was stirred for 16 h at ambient temperature then diluted with 
ethyl acetate (100 mL) and washed with H2O (2 x 25 mL) and brine (1 x 25 mL). The 
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organic phase was dried with Na2S04, filtered and the volatiies concentrated to give 
an oil which solidified upon standing. The white solid was collected and washed with 
ether to give the title compound (1 .68 g): 

NMR (300 MHz. CDCI3) 6 8.58 (m. 2H). 8.00 (d. 1H. J = 7.8 Hz). 7.9 (d. 1H. J = 
8.1 Hz). 7.75 (t. 1H. J « 7.1 Hz). 7.53 (m. 3H). 7.43 (m. 1H). 7.33 (m. 7H). 7.22 (m. 
3H). 4.10 (t. 1H. J «r 7.4 Hz). 3.93 (m. 4H). 2.70 (m. 4H). 2.38 (m. 4H): 
Anal. Calcd. for C33H32N4: C. 81.8; H, 6.65: N. 1 1.56. Found: C. 81.3: H. 6.79 N. 
11.75. 

Example 80 

4-f4-(2-NaDhthalen-1-vl-ethvn-Dirierazin.1.yl^g.Dhenvl.niiinaynlina 

2-Bromo-(1-naphthyl)ethane (3.30 g. 15.6 mmol) was mixed with 2-phenyl-4. 
piperazln-l-yl-quinazollne (3.8 g, 13.0 mmol) in CH3CN (43 mL) with sodium iodide 
(1.95 g, 13.0 mmol) and N.N-dllsopropylethyl amine (3.4 mL, 19.5 mmol) and heated 
to reflux for 22 h. The solution was cooled to room temperature and a solid 
precipitated. The solid was collected by vacuum filtration and washed with water 
then several portions of ether. The solid was recrystallized in hexanes:ether to 
provide the title compound (2.19 g) as a tan solid. Concentration and cooling of the 
filtrate provided additional compound (2.03 g, 35 %): 

1H NMR (400 mHz. CDCI3) 6 8.57 (m, 2H), 8.08 (d. 1H. 8.2 Hz). 7.97 (d. 1H, J = 8.3 
Hz). 7.91 (d. 1H. J = 8.2 Hz). 7.85 (d, 1H, J = 8.0 Hz). 7.72 (m. 2H). 7.53-7.39 (m. 
8H). 3.95 (m. 4H). 3.34 (m. 2H), 2.84 (m, 6H): 

Anal. Calcd for C30H29N4: C. 6.6: H, 6.65: N. 12.6 Found: C, 80.9: H. 6.4 N, 12.6. 



Example 81 



2-(2-methQXV-5-f2-f4-r2-Dhenvl-Quina2olin.4.vn.pipera7in .l.vt]ethylV 
benzenesuHonylaminn^.acetamide 
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2-l5.{2-Chtoro-ethyl)-2-methoxy-benzenesuHonylaminol-acetamide (1.6 g. 
5.18 mmol). prepared as in intermediate 65. was dissolved in dioxane (l 1.5 mL). 
and to this solution was added sodium iodide (0.52 g. 5.18 mmol). N.N- 
dllsopropylethylamine (1^ mL. 6.9 mmol) and 2-phenyI-4-plperazin-l.yl-quinazoline 

5 (1.00 g, 3.45 mmol). The solution was heated to 70 »C for 18.5 h then cooled to 
room temperature. The cooled solution was diluted with ethyl acetate (50 mL). 
washed with water (2x15 mL) and brine (1 x 20 mL). The organic phase was dried 
(Na2S04). filtered and the volatiles concentrated to a brown oil. The residue was 
purified by silica gel flash column chromatography using methanol:ethyl acetate 

10 (1:20) containing 1% ammonium hydroxide as eluant to provide the title compound 
(1.47 g, 51%) as a light tan foam: 

1H NMR (400 MHz. DMSO-de) 6 8.46 (m. 2H). 7.89 (d. 1H, J = 8.2 Hz). 7.85. (d. 1H. 
J = 8.2 Hz). 7.78 (t, 1H. J = 7.6 Hz). 7.59 (m. IH). 7.48 (m. 4H). 7.18 (bs. 2H). 7.12 
(m. 3H). 3.81 (bs. 4H). 3.38 (d. 2H. J = 5.8 Hz). 2.77 (t. 2H. J = 7.5 Hz). 2.67 (bt. 

15 4H). 2.56 (t. 2H. J = 7.5 Hz); ^ ^ » 

Anal. Calcd for C29H32N6O4S: C.62.13 ; H. 5.75 N. 14.99 Found: C. 62.20; H. 5.82; 

N, 15.01 



20 



25 



Example 82 

4.(A.RRn7vl.i 7iperayin-1-vlV?-nhftnY''n"'"a^Q''"e 



2-Chloro-2-phenyl quinazoline (41.62 g. 173 mmol) was dissolved in 
tetrahydrofuran (350 mL) and to this solution was added trielhylamine (48 mL. 346 
mmol) then N-benzylpiperazlne (33 mL. 190 mmol)(Uncaster) and the solution was 
heated to 70 »C for 2 h. After cooling to room temperature, the reaction mixture was 
diluted with ethyl acetatethexanes 1:1 (500 mL) and washed with water (3 x 100 mL) 
and brine (1 x 100 mL). The organics were dried (Na2S04) filtered and the volatiles 
concentrated to yield a white solid. The solid was triturated with ether and filtered to 
30 provide the title compound (61 .1 g): 

Rf s 0.56 (1:3 ethyl acetate in hexanes); 
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1H NMR (300 MHz. DMSOdg) 68.45 (m. 2H). 7.96 (d. 1H. J = 7.8 Hz). 7.87-7.78 (m. 
2H.), 7.47 (m. 4H). 7.54 (m, 3H). 7.26 (m, 2H). 3.80 (bs. 4H). 3.54 (s. 2H). 2.60 (bs. 
4H). 

Example 83 

{1-MethvFS-f4-f2-PhgnYl-nitina7Qliiv4-vl)-n}r>pra7irv1.vl.mPthyi].i H.pvrrnl.^^^ 

acid mftthvt t^\aj 



2.Phenyl-4-piperazin-1-yl-qufna20llne (5.03 g. 17.3 mmol). prepared as in 
Intermediate 66. was dissolved in MeOH (35 mL) then glacial acetic acid (1.1 mL. 
1 8.2 mmol) was added and the mixture became very thick. Formaldehyde (37% in 
water. 2.1 mL) was added to the cooled (0 »C) slurry with stirring for 5 min. the cold 
bath was removed and the slurry was allowed to sit at ambient temperature for 5 min 
then methy|.l-methyl-2.pyrrole acetic acid was added with stirring continued for 3 h. 
The reaction mixture was poured into a saturated solution of Na2C03 (100 mL) and 
extracted with methylene chloride (3 x 50 mL). The combined organic extracts were 
dried (Na2S04) filtered and concentrated to a golden oil. The oil was purified by 
sHica gel flash column chromatography with ethyl acetaterhexanes (3:7) as the 
20 eluant to furnish a slightly yellow oil which fomied a white solid upon standing. The 
solid was coished with mortar and pestle, and washed with ether to give the title 
compound (4.89 g): 

1H NMR (300 MHz. CDCI3) « 8.41 (m. 2H). 7.83 (d. 1H. 8.6 Hz). 7.74 (d. 1H. 8.3 Hz) 
7.58 (t. 1H. J = 8.0 Hz). 7.33 (m. 4H). 5.84 (m. 2H). 3.71 (bs. 4H). 3.58 (s. 3H). 3 51 
25 (s. 2H). 3.47 (s. 3H). 3.39 (s. 2H). 2.52 (bs. 4H): 

Anal. Calcd for C27H29N5O2: C. 1.06; H. 6.43; N. 15.36. Found: C, 71.18: H. 6.41- 
N, 15.32 



Example 84 

30 

N-MethYl-2-{1-fnfifhYi-5-r4-(2.phenvl-ni»na2olinwi.yn.pi p ^ ra?in.i.vi.mo|hY.| .i^. 

Dvrrol-g-vnarPtflp^j^ft 
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{1-Methyl-5-[4-(2-phenyl-qulnazolin-4-yl)-piperazin-1-yI-methyl]-1H-pyrrol-2- 
yl}-acetic acid methyl ester (1.07 g, 2.35 mmol). prepared as in Example 83. was 
dissolved In ethanol (12 mL) and placed in a sealed tube. A solution of methylamlne 
in ethanol (3 mL, 8.03 M) was added and the tube sealed and heated to 70 "C for 20 
5 h (CAUTION: pressure generated, use behind blast shield). After cooling to room 
temperature the contents of the tube were concentrated to a yellow oil. which 
solidified upon sitting. The solid was triturated with ether then recrystallized with 
ethyl acetate to furnish the title compound (0.95g): 

1H NMR (400 MHz, DMSO-de) 8 a45 (m. 2H), 7.98 (d. 1H). 7.85 (d. 1H. J = 8.2 Hz). 
10 7.83 (t. IN, J = 8.0 Hz). 7.73 (m. 2H). 7.47 (m. 4H). 5.80 (d. IN. J = 3.4 Hz). 5.73 (d, 
1H. J = 3.4 Hz), 3.78 (bs. 4H), 3.50 (s, 2H), 3.42 (s, 2H). 3.37 (s. 2H). 3.30 (s. 3H). 
2.55 (m. 6H); 

Reverse phase HPLC using acetonitrile:water (5% to 40% gradient over 30 min) as 
eluanttr= 17.6 min; 
15 FAB MS m/fefound 455.3 (MH*). 
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Example 85 

^^f341-hvdrQX^^2-r4-^2-Dhftnvk^u^na20^ln6-4-yl\.D^D6ra^^n.1.y n-ethvlWphenyl). 
5 methansuifnnamida bte.ma leic acid salt 

To a dJmethylfomnamicte solution (60 mL) of N-[3-(2-bromo-acetyl)-phenyl]- 
melhanesulfonamide (3.47 g. 12.02 mmol, Temple. D.L etaf, J. Med. Chem. (1976). 
19(5) 626-33) was added N.N-diisopropytethyl amine (3.1 mL. 18 mmol) and 2- 

1 0 phenyM-p^razin- 1 -yt-quinazoline. The resultant solution was stin-ed at ambient 
temperature for 2 days. The solution was then diluted with ethyl acetate (100 mL) 
and washed with water (5 x 15 mL), dried (Na2S04). filtered and concentrated. The 
resultant dark oil was dissolved in ethanol (60 mL) and sodium borohydride (1.8 g, 
48.1 mmol) was added in 4 equal portions over 15 min at ambient temperature with 

15 stirring continued for 18 h. The reaction mixture was diluted with ethyl acetate (1 50 
mL). and washed with water (3 x 20 mL), brine (1 x 50 mL) dried (Na2S04). filtered 
and concentrated to a dark vicous oil. The oil was purified by silica gel flash column 
chromatography with ethyl acetate/hexanes (4:1) as the eluant to provide a light 
yellow viscous oil (3.44 g). The oil was dissolved in a minimum amount of ethanol 

20 and maiek: ackJ (1 .6 g, 1 3.7 mmol) was added as a solutton in ethanol (3 mL). A 
solkl was collected after 4 days and triturated with methanol and washed with ether 
to provide the title compound (3.052 g) as a white solkl: 

IH NMR (400 MHz. DMSOde) 6 9.83 (s. 1H), 8.48 (m. 2H). 8.06 (d, 1H, J = 8.4 Hz). 
7.92 (d. 1H. J = 8.2 Hz). 7.86 (t. 1H. j = 7.5 Hz). 7.58-7.51 (m 4H). 7.33 (m. 3H). 7.1 1 
25 (m. 2H). 7.1 1 (m, 2H). 6.36 (bs. 1 H). 6.1 1 (s. 4H), 5.06 (d 1 H. J = 9.7 Hz). 3.54 (bs. 
4H), 3.29 (m, 2H). 2.97 (s. 4H): 

Anal. Gated for C27H29N503S C8H808::C. 57.14; H. 5.07; N. 9.52. Found: C. 56.81 
H. 5.10; N. 9.35. 

30 Example 86 



2-Methoxv-5-f2-f4-f2-Dhenvl-Quina7olinfi.A.vh^iDera?in.1 .vn.ethyl^hftnynir;f, ^j^ 

methvl ester 
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To a solution of 5.(2.bromo-acetyO-2-methoxy.ben2oic acid methyl ester (1 .75 
g. 6.08 mmol. Collin. D. et al. J. Med. Chem., 13(4), 674-80 (1970)) In methylene 
chloride (2 mL) was added trHluoroacetic acid (9.4 mL. 121 mmol) and 

5 triethylsilylhydride (9.7 mU 60.8 mmol) and the mixture was stirred at ambient 
temperature for 2 h. The mixture was cautiously poured into a saturated solution of 
NaHCOa, and extracted with ethyl acetate (3 x 50 mL). The combined organic 
extracts were dried (Na2S04). filtered and concentrated to fumlsh 5.(2.bromo-ethyl)- 
2-methoxy.ben2olc add methyl ester as an oil. which was used without further 

10 purification. To a solution of 2-pheny|.4-plperazin-1-y|.quinazoline (1.22 g .4.21 
mmol) m dioxane (14 mL) was added the 5.(2-bromo-ethyl)-2-methoxy-benzoic acid 
methyl ester (1.66 g. a08 mmol). N,N-dilsopropylethylamine (1.5 mU 8.42 mmol) 
and sodium iodide (0.631 g. 4.21 mmol). The mixture was heated to 91 °C for 22.5 h 
then cooled to room temperature, and partitioned between water and ethyl acetate. 

15 The phases were separated and the organic phase washed with water (2 x 25 mL). 
brine (1 X 50 mL). dried (Na2S04). filtered and concentrated to a light brown oil. The 
oil was purified by silica gel flash column chromatography using ethyl 
acetate:hexanes (1:1) containing 1% ammonium hydroxide as eluant to furnish the 
title compound as a light orange oil (0.411 g). A portion of the oil (0.322 g. 0.667 

20 mmol) was taken up In 3 mL of hot ethanol and to this was added maleic acid (0.75 
g. 1.34 mmol) dissolved in a minimum amount of ethanol. A white solid formed and 
was filtered then washed with ethanol and ether to provide 2-methoxy-4-{2-l4-(2- 
pheny|.qulna20line-4.yl)-piperazin.1-yl]-ethylhbenzoic acid methyl ester bis-maleic 

acid (0.305 g): 

25 1 H NMR (300 MHz. DMSO-de) 68.50 (m. 2H). 8.08 (d. 1 H, J = 8.1 Hz). 7.96-7.87 (m. 
2H). 7.58 (m. 2H). 7.53 (m. 3H). 7.45 (dd. 1H. J = 9.5. 2.4 Hz). 7.12 (d. 1H. J = 8.8 
Hz). 6.13 (s. 4H), 3.79 (s. 3H). 3.77 (s. 3H). 3.60-3.45 (m. 2H). 3.37 (m. 2H). 2.99 
(m. 2H). 2.48 (m, 6H); 

Anal. Calcd for C29H30N4O3 C8H8OB: C. 62.18; H. 5.36 N. 7.84 Found: C. 61.92; H. 
30 5.52 N. 9.90. 



Example 87 
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2-Mathoxv-N-methvl.5-f2.r4.f2.Dhenvl.qutna2otin-4-vt).DiDera2in-1-vlT.ethylV 

benzamide bis-mateie acid salt 

5 Synthesized in a manner similar to Example 84. using 2-Methoxy-5-{2-[4-(2- 

phenyl-quina20line-4-yl)-pipera2in-1-ylJ-ethyl}-benzoic acid methyl ester (0.842 g, 
1.74 mmol). prepared as in Example 66, to provide the title compound (127 mg): 
1H NMR (300 MHz, DMSO-de) 8 8.65 (m, 2H). 8.27 (d. 1H, J = 4.6 Hz), 8.23 (d. 1H. 
J s 8.3 Hz), 8.10-7.99(m, 2H), 7.87 (d. 1H, J » 1.9 Hz). 7.74-7.66 (m, 4H), 7.50 (dd, 
10 1 H. J = a3, 1 .9 Hz), 7.25 (d, 1 H, J » 8.5 Hz). 6.28 (s, 1 H), 4.00 (s, 3H), 3.67 (bs, 
4H). 3.53 (m, 2H), 3.14 (m, 2H), 2.92 (m, 2H), 2.63 (s, 5H): 
Reverse phase HPLC using acetonitrileiwater (5% to 40% gradient over 30 min) as 
eluanttr= 19.2 min; 

Analysis Calcd. for C29H3iN502- CeHsOe -0.5 H2O: C, 61.58; H. 5.58; N, 9.68. 
1 5 Found: C, 61.92; H, 5.52; N, 9.90. 

Example 88 

2-Methoxv-5-l2.f4-f2.Dhenyl.nuinazolin-4-ylVDlDerazin.1. v|].ethvt)-ben2amide bis- 
20 maleic acid salt 

2-Methoxy-5-{2-[4-(2-phenyl-quinazoline-4-yl)-piperazin-1-ylJ-ethyl)-benzoic 
acid methyl ester (0.866 g, 1.80 mmol). prepared as in Example 86, was dissolved in 
ethanol (3.5 mL) and placed in a sealed tube. A solution of concentrated ammonium 

25 hydroxide (10 mL) was added and the tube sealed and heated to 70 X for 21 h 
(CAUTION: pressure generated, use behind blast shield). After cooling to room 
temperature a small amount of precipitate began forming. Filtration of the solid and 
washing with water then ether caused the product to oil out. Ethyl acetate was added 
to the filtrate and stirred ovemighL The precipitate that fonned was collected and 

30 washed with ethyl acetate to furnish a slightly yellow solid (7(^ mg). The solid was 
dissolved in a minimum amount of warm ethanol and to this solution was added 
maleic acid (357 mg, 3.0 mmol) dissolved in a minimum amount of warm ethanol. 
After cooling to ambient temperature a white precipitate formed and collected and 
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washed with several portions of ethand then ether to furnish the title compound (351 
mg): 

1H NMR (400 MHz. CD3OD) 5 8.43 (m. 2H). 8.12 (d. 1H. J = 8.3 Hz). 8.00 (d. 1H. J = 
8.4 Hz). 7.91 (m. 2H). 7.64 (t. 1H. 7.4 Hz), 7.54 (m, 3H), 7.47 (dd. 1H. J = 8.5, 2.4 
5 Hz). 7.13 (d. 1 H. 8.6 Hz), 6.25 (s, 4H). 4.27 (bs. 4H). 3.96 (s, 3H), 3.60 (m. 4H), 3.42 
(m. 2H).3.11 (m. 2H): 

AnaLCalcd. for C28H29N5O2 CbHbOb C. 61.80; H. 5.33; N, 10.18: Found; C. 61.50; 
H. 5.4; N. 9.8. 

10 Example 89 

4.(g.f4.r2.PhenyUnuinazo Kn^.vn.t>iDera7rn.1.vn.ethv»t)enzamide 

To a solution of 2-phenyl-4-plperazin-1-yl-quinazoline (1.06 g, 3.65 mmol) in 
1 5 dioxane (1 8 mL) was added 4-(2-chloro-ethyl)-benzamide (1 .0 g, 5.5 mmol), 

prepared as in Intermediate 67, N, N-diisopropylethylamine (1.9 mL, 10.8 mmol). 

and sodium iodide (0.56 g. 3.65 mmol). The mixture was heated to reflux for 22 h. 

After cooling to room temperature the mixture was diluted with ethyl acetate (50 mL) 

and washed with water (2 x 25 mL) and brine (25 mL). dried (Na2S04) . filtered and 
20 concentrated to yield an orange oil. Addition of ether to the oil produced a white solid 

which was collected and washed with ether then triturated with hot methanol to 

provide the title compound (1 .29 g): 

1H NMR (300 MHz. DMSO-de) 5 8.41 (m. 2H). 7.93-7.71 (m. 6H). 7.42 (m. 4H). 7.23 
(m, 3H), 3.75 (bs, 4H). 2.76 (t. 2H, J = 7.8 Hz). 2.61-2.42 (m. 6H); 
25 Reverse phase HPLC using acetonitrile:water (5% to 40% gradient over 30 min) as 
eluant tr = 19.7 min; FAB MS m/z found 438.2 (MH*). 

Example 90 

30 A.{A.f4 4.Bts-(A.fliinro-nhen yn.hiitvl1-DiDerazin-1-v»-2-nhenvl-QUinaZQllne 



To a tetrahydrofuran solution (17 mL) of 2-chloro-4-phenyl quinazoline (1 .24 
g, 5.15 mmol) was added triethylamine (2.2 mL, 15.5 mmol) and 1-l4,4-bis(4-fluoro- 
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phenyObutyl]piperazina (1.7 g, 5.15 mmol)(Jan5sen). The reaction mixture was 
stirred at room temperature for 21 h.Thin layer chromatography (silica geO with ethyl 
acetaterhexanes (3:1 ) containing 1% NH4OH as eluant revealed the presence 2- 
chloro-4-phenyl quinazoline so additional H4.4-bis(4-fluoro-phenyObutyl]pipera2ine 
(450 mg, 1.4 mmol) was added with stin-ing continued at room terhperature for 2h. 
The reaction mixture was diluted with ethyl acetate (50 mL) washed with water (2 x 
20 mL), brine (1 x 20 mL), dried (Na2S04) filtered and concentrated to a viscous 
yellow oil The oil was purified by silica gel flash column chromatography using ethyl 
acetate: hexanes (1:3) containing 1% ammonium hydroxide as eluant to furnish the 
title compound (2.87 g) as a slightly yellow oil; Reverse phase HPLC using 
acetonHrile:water (5% to 40% gradient over 30 min) with 1% trifluoroacetic acid as 
eluant tr= 33.1 min; 

1H NMR (300 MHz. DMSO-de) 8 8.40 (m. 2H). 7.89 (d. 1H, 8.0 Hz). 7.88-7.70 (m. 
2H). 7.41 (m. 4H), 7.25 (dd. 4H. J = 8.5. 5.6 Hz). 7.02 (t. 4H. J = 9.0 Hz), 3.93 (m. 
1H). 3.71 (bs. 2H). 3.26 (s. 2H). 2.42 (bs, 4H). 2.27 (t, 2H, J = 6.8 Hz). 1.93 (m. 2 H). 
1.27 (m.2H): 

FAB MS m/z found 535 (MH*). 

Example 91 

H1-hYdrQxy-2-r4-f2-Phftnvhnulnazolin.4.vn-niDera7in.i.yiV9 ^ ethQw-hPn7flmirt«> 

To a solution of 2-pheny|.4-piperazin-1.yl-qulnazoline (1.67 g. 5.75 mmol) In 
dimethylformamide (19.2 mL) was added N.N-diisopropylamine (2 mL. 1 1.5 mmol) 
and 5-(2-bromo-acetyl)-2-methoxy-benzoic acid methyl ester (1.65 g. 5.75 mmol, 
Collin. David T. eta\. J. Med. Chem. (1970). 13(4). 674-80)). After 36 h the reaction 
mixture was diluted with ethyl acetate and washed with water (4 x 20 mL) then brine 
(25 mL), dried (Na2S04), filtered and concentrated to red viscous oil. which was 
used without further purification. The red oil was taken up in ethanol (30 mL) and to 
this solution was added sodium borohydride (87 mg. 23 mmol) in two equal portions 
with stirring at ambient temperature for 16 h. The volatiles were concentrated then 
the residue was dissolved in ethyl acetate (75 mL) and washed with water (3 x 25 
mL) and brine (25 mL). dried (Na2S04). filtered and concentrated to a viscous burnt 
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oiange oil. The oil was purified by silica gel flash column chromatography using 
methanotmethytene chloride (1:9) to furnish 1.27 g of a light yellow foam. This foam 
was dissolved in ethanol (8.7 mL) and placed in a sealed tube. A solution of 
methylamine in ethanol (8.03 M. 7.5 mL) was added and the tube sealed and heated 

5 to 70 °C for 1 4.75 h (CAUTION: pressure generated, use behind blast shield). After 
cooling to room temperature the contents of the tube were concentrated to a viscous 
yellow oil. The oil was purified by silica gel flash column chromatography using ethyl 
acetate: hexanes (3:1 to 9:1 to 100%, gradient elution) containing 1% ammonium 
hydroxide as eluant to furnish the title compound as a slightly yellow oil (0.577 g). Rf 

10 s 0. 1 6 (3: 1 ethyl acetate in hexanes): 

IH NMR (300 MHz. CDCI3) 6 8.39 (m, 2H). 8.02 (d. 1H. J = 2.2 Hz). 7.83 (d. 1H, 8.1 
Hz). 7.73 (d, 1H. 8.6 Hz). 7.70 (m. 1H), 7.58 (m. 1H), 7.40 (dd. 1H. J = 8.6. 2.5 Hz). 
7.3 (m. 3H), 7.20 (m. 1H), 6.83 (d. 1H. 8.8 Hz). 5.52 bs, 3H). 4.72 (m. 1H). 3.86 (m. 
5H), 2.85 (d, 2H. J = 4.7 Hz). 2.65 (m. 7H); 

1 5 Reverse phase HPLC using acetonitrile:water (5% to 40% with 1 % trifluoroacetic 
acid, gradient over 30 min) as eluant tr » 18.3 min; 
FAB MS m/z found 498.3 (MH^). 

Example 92 

20 

4.f3.Dhenvl Dipera2in-1 -vn- P-phenyl-Quinazoline 

A solution of 4-chloro-2-phenyl^qulnazoline (2.00 g, 12.3 mmol) m THF (25 ml) was 
treated with 2-phenylpiperazine (2.0 g, 12.3 mmol)(Kitchen.P.; 
25 J.Amer.Chem.Soc..69 (1947) pg.854). and triethylamine (2.48 g.24.6 mmol), and 
heated to 70''C for 1.5 hr The mixture was cooled and concentrated. The residue 
was diluted with satur'd 

Na2C03 (20 ml) and extracted with ethyl acetate. The organic phases were 
combined and dried over MgS04, filtered and concentrated.The crude residue was 
30 purified by silica gel chromatography using 95:5 CHCl3:MeOH to give the title 
compound as (900 mg): 

1H (CDCI3) 58.78 (d. 2H).7.95 (m,2H).7.75 (t,1H). 7.21-7.61 (m.9H). 4.45 (d.2H) 4.15 
(dd.2H).3.51 (m.2H). 3.29 (m.2H). 2.41 (b.lH): 
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FAB MS 367 (MH+). 

Theory:C24H22N4 C 78.66. H 6.05, N 15.28. Found:C 78.40. H 6.15. N 15.20. 
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Example 93 

ft-(p. [p.phpnvM.f2- D hpnvUnuinazolin-4-vlVpiDera7in-1-Vl}'ethYlV 2 - 
^p|^^^.|^n7onaRiiHt>npnnirifthifitrifluoroacetate 

A solution of potassium carbonate (677 mg.4.9 mmol). sodium iodide (734 mg. 
4.9 mmol) in ethanol (5ml) was treated with N-(3-{1-hydro)(y-2.[4-(2-phenyl- 
quina2oline-4-yl)-pipera2in-1.yl>ethyl}-phenyl)-methansulfonamidebis-maleicacid 

salt (900 mg. 2.45 mmol). prepared as in Example 85. dissolved in ethanol (16 ml) 
followed by the addition of 5-(2- chtoro-ethyl)-2.methoxy-benzene.sulfonamide 
(1.22g.4.9 mmol) heated at 135 »C in a sealed tube for 6 hr.The mixture was cooled 
and concentrated. The residue was diluted with H2O (50ml) and satur'd NaHCOa 
(50ml).The mixture was extracted with ethyl acetate.The organic extracts were 
combined and dried over MgS04. filtered and concentrated. The crude residue was 
purified by silica gel chromatography using 80:20 ethyl acetate :hexane to obtain the 
product which was further purified by reverse phase HPLC using acetonitrile:water 
.1%TFA (15-85% gradient over30min.) as eluent to give 
the title compound (65 mg): 

1H NMR (CD3OD) 8 8.31(m.2H).8.05 (d.lH). 7.41-7.82 (m.12H). 7.13 (d.lH). 7.03 
(d.1H). 5.12 (d.1H). 5.02(d.1H). 4.55 (d.lH). 4.27 (t.2H). 2.77-3.55 (m.3H): 
FAB MS 580 (MH+). 

Theory:C33H33N503S:2C2HF302 ; C 52.66. H 4.65. N 8.30. Found C 52.21. H 4.37. 
N 7.91. 

Example 94 

p. (p.phanYt.n.iina2oi fn-^Y'^-^ ^^6 7. 1 1 h-hexahvdro-l H-PYrazino 

[p l-alisnnuinoline 

A solution of 4.chloro-2-phenyl-quina20line (2.16 g. 9.0mmol). in THF (60ml) was 
treated with 1.2.3.6,7,1 1b-hexahydro-4H-pyra2inol2.1-aJisoquinoline (850 mg. 4.5 
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mmol) (Belg.659,249.(1985)). and triethylamine (2.27 g. 22.5mmol ) and heated at 
65**C for 6hr. The mixture was cooled and concentrated.The crude residue was 
purified by silica gel chromatography using 60:40 hexane:ethyl acetate to obtain the 
desired material which was converted into the maleic acid salt. The compound was 
5 dissolved in hot ethanol then treated with 2 equiv. maleic acid. Solvent was 
concentrated and the residue left was recrystallized from ethyl acetate to give the 
title compound (125 mg,):^ 

H (d6 DMSO) 8 8.58 (d.2H). 8.0 (t,2H). 7.78 (t,1H). 7.50 (m,4H). 7.13-7.25 (m.4H). 
5.05 (d.1H). 4.45 (d.1H). 2.61-3.79 (m,8H): 
10 FABMS393(M»if). 

Theory C26H24N4.I/4H2O C 69.62 H 5.64 N 10.82. Found 

Example 95 

IS 5-(2-r2.2-dimethvt-4-f2-Dhenvl-ouina?Qlin.A.vlVDiDera7in. 1.vlt^thv».g-methnxy. 

benzenesuHonamide dimaleate sefinuihyrtrafft 

A solution of 4-(3,3-Dimethyl-plperazine-1-yl)-2-phenyl-quina2oline (1.40 g,4.39 
mmol), prepared as in Intermediate 68, 5-(2-chloro-ethyl)-2-methoxy-benzene- 

20 sulfonamide (2.1 9 g.8.78 mmol),potassium carbonate (1 .21 g,8.78 mmol), and 

sodium iodide (678 mg,4.39 mmol) In dry acetonitrile (60ml) was heated and stirred 
at 80 C for 6 hr. The reaction mixture was cooled and solids were removed by 
filtration.The filtrate was concentrated and the residue diluted with satur'd NaHCOa 
and extracted with ethyl acetate (4X25 mls).The organic phases were combined and 

25 dried over MgS04, filtered and concentrated to give crude product which was 

purified by silica gel chromatography using 70:30 hexane:ethyl acetate to obtain the 
desired material. The compound was dissolved in hot ethanol then treated with 2 
equiv. maleic acid. The solvent was concentrated and ttie residue was crystallized 
from ethyl acetate to give the title compound (425 mg): 

30 1H NMR (CDCI3) 88.63 (d,1H), 7.91 (m.1H).7.80 (s.lH). 7.75 (t.lH). 7.33- 

7.45(m.5H). 6.98 (d.1H). 5.0 (s,2H). 4.0 (s.3H),3.85 (m.lH). 3.56 (m.lH). 2.61-2.82 
(m.3H). 1.57 (bs.1H). 1.02 (s,6H): 
FAB MS 532 {MH+). 
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C29H33N503S. 2C4H4O4.ll/2 H20 C 56.19. H 5.61. N 8.86. 
Found C 56.09. H 5.56. N 7.99. 

Example 96 

5 

S.(2.[1.f2.Phenvl-Quina 7Qlin.4vn.DiDertdin-1-vlamino]-methv»-2. 
methoxv-benzenes utfonamide bistrifluoroacetate dihvdrate 

A solution of 4-Methoxy-3-(aminosulfonyl)benzaldehyde (592 mg.2.75 mmol) 

10 (Knjse.L. el al, J.Med.Chem., 30, No.3, 492 (1987)), and 1-{2-phenyl-quina20lin-4. 
yl)-ptperadin-4-yl-amine (2.0 g.4.78 mmol). prepared as m Intermediate 2, was 
dissolved in 1.2-dichloroethane (25ml) and cooled to 0**C.To the cooled solution was 
added glacial acetic acid (165mg.2.75 mmol).The mixture was stirred for 30 min. at 
O'C then added sodium triacetoxyborohydride (1.16 g,5.5 mmol) and the ice bath 

15 removed. The reaction mixture pH 6 was stirred at rt for l6hr.The mixture was 
diluted with H2O (25ml) and solid NaHCOa was added to pH 7. The aqueous layer 
was extracted with CH2CI2 (3X50ml).The organic phases were combined and dried 
over MgS04.filtered and concentrated to give crude which was purified by silica gel 
chromatography using 9:1 CH2Cl2:MeOH to obtain the desired product which was 

20 further purified by reverse phase HPLC using acetonitrile:water. 1 %TFA 1 5-85% 
gradient over 30 min.) as eluent to give the title compound (600 mg): 

( d6 DMSO ) 58.97 (bs.2H). 8.42 (d.2H). 8.05 (d.lH). 7.91 (m.2H).7.61 (m.4H). 
7.26 (d,1H). 7.1 1 (s,1H). 4.65 (m.2H). 4.25 (bs,2H). 
3.89 (s.3H),3.49 (m.3H). 2.25 (d.2H). 1.87 (q,2H): 

25 FAB MS 504 (MH+). 

C27H29N5O3S .2C2HF3O2.2H2O C 48.50 H 4.60 N 9.12 Found: C 48.24 H 4.28 N 
8.80. 

Example 97 

30 

2-Methoxv-5 -{2-fB-r2-phenyl-quinazolin-4-yn-3.8-dia2a-bicvclor3.2.11 
ftct-a-yiyethvU-benzenesulfonamide bistrifluoroacetate monohvdrate 
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A solution of 4-(3,8-dia2a-bicyclo(3.2.1.]oct-8-yl)-2-phenyl-quinazoline (200 mg..63 
mmd), prepared as in Intermediate 69, 5-(2-chloro-ethyi)-2-methoxy-benzene- 
sulfonamide (314 mg, 1.26 mmol). potassium carbonate (174 mg, 1.26 mmol), and 
sodium iodide (95mg,.63 mmol). in dry acetonitriie ^5 mQwas heated at reflux for 12 
5 hr.The reaction was cooled and solids were removed by filtration. The filtrate was 
concentrated and the residue diluted with satur'd NaHCOs and extracted with ethyl 
acetate (4X25mls).The organic phases were combined and dried over MgS04, 
filtered and concentrated to give crude title compound which was purified by silica 
gel chromatography using 1:1 hexane:ethyl acetate, which was further purified by 
10 reverse phase HPLC using acetonitrile.water. 1 % TFA (1 5-85% gradient over 30 
min.) as etuent to give the title compound (78 mg): 

1H (CDCI3) 5 8.53 (d.2H). 7.92 (m,2H). 7.7 (m.2H), 7.42 (m.4H). 6.98 (t.2H). 5.08 
(s.2H),4.91 (S.2H), 3.97 (s.3H).2.6 1-2.95 (m.4H). 0.89 (bs.2H): 
FAB MS 530 (MH+). C29H31N5O3S .2C2HF3O2.IH2O 
15 C 49.07, H 4.37. N 8.67. Found: C 49.02. H 4.37, N 8.31 . 
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What is claimed is: 

1. Quinazoline compounds of the following fomiula (i): 

(I) 




wherein: 

R"! is selected from the group consisting of hydrogen, Ci^alkyl. Ci- 
ecycloalkyl. hydroxy, Ci^alkoxy, -C00(Ci-6alkyl), halogen, phenyl, phenylcarbonyl. 
substituted phenyl, pyridinyl, pyrimidinyl or pyrrolyl; 
1 0 R2 is selected from the group consisting of 

(a) NH, (b) 
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70 wherein: 

r7, r8 and R9 are selected from hydrogen, Ci^alkyl, phenyl or 

benzyl; 

m is an integer selected from the group consisting of 0. 1, 2, 3. 4, 5 
or 6; 

75 

n is an integer selected from the group consisting of 0 or 1; 

R3 is a Ci^lkylene chain optionally mono- or disubstltuted independently 
with hydrogen. Ci^lkyl. hydroxy. Ci^lkoxy. fluoro. phenyl or substituted phenyl 
substituents; 

80 R* is selected from the group consisting of hydrogen, amino, mono- or di(Ci- 

salkyOamlno, phenyl, substituted phenyl, phenyloxy. (substituted phenyl)oxy. 
pyrrolyi. pyrrolyl mono- or disubstltuted Independently with Ci^ll<yl, -Ci. 
6alkylCOO(Ci.4alkyl) or Ci^lkylcarbamylCi^lkyl substituents, Ci- 
eaikylcarbonylamino, 5 or 6 membered saturated heterocyde, (5 or 6 membered 

85 saturated heterocycle)carbonylamlno, substituted 5 or 6 membered saturated 
heterocycle, (substituted 5 or 6 membered saturated heterocycle)Ci^lkenyl, 
(substituted 5 or 6 membered saturated heterocycle)carbonyl. (substituted 5 or 6 
membered saturated heterocycle)Cr^lkylcarbonyl. quinoline. 9 or 10 membered 
heterobicycle which is partially aromatic, substituted 9 or 10 membered 

90 heterobicycle which is partially aromatic or (substituted 9 or 10 membered 
heterobicycle which is partially aromatic)carbonyl; 

r5 and R6 are independently selected from the group consisting of hydrogen. 
Ci^lkyl. hydroxy. Ci^alkoxy or halogen: 

substituted phenyl In more detail is phenyl mono-, di- or tri-substituted 

95 independently with Ci-ealkyl. Ci^lkenyl, halo, nitro. amino, hydroxy, oxo. carboxy. 
Ci^lkyl substituted with hydroxy, Ci^alkoxy, Ci^alkenyloxy, Ci^lkenyloxyCi- 
ealkyl, Ci^lkylcarbonyl. Ci^lkoxycarbonyl. Ci^lkoxycarbonylamino. Ci- 
ealkoxycarbonylCi^alkoxy.biphenylcarbonylCi^alkoxy. napthylcarbonylCi^lkoxy. 
Ci-ealkoxycarbonylCi-ealkyl.Ci^lkoxycarbonylCi-ealkylcarbonylamino. 

100 aminosulfonyl. sulfonylamino. Ci^lkylsuHonylamino, Ci^alkylcarbonylamino, Ci- 
ealkylamlnosulfonyl. Ci^alkylaminocarbonyl. aminoCi^lkylaminosuHonyl. 
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aminosuWonylCi^Ikylamlnosulfonyl, Ci^lkylsuKonylaminoCi^lkyl, Ci- 
ealkyteulfonylaminoCi^lkylamlnosulfonyl. Ca^cloalkylaminosulfonyl, mono- or 
di(Ci^iicyl)amino. mono- or dKCi^lkyt)am{nosulfonyl. mono- or di(Ci. 
105 6alicyl)aminocartx>nylCi^lkoxy. heteroarylaminosulfonyl. 

dioxopyrimldinylaminosuffonyl. (Ci^lkylcart)onyO(Ci^lkyl)aminosulfonyl, (Ci- 
6alkoxycart>onyl)(Ci^lkyl)aminosulfonyl, Ci^lkylcarbonylamlno, Ci. 
ealkylcarbonylaminosulfonyl, Ci^lkoxycarbonylCi^alkyfaminosulfonyl, Ci. 
ealkylcarbonylaminoCi^lkylaminosulfonyl. fluorinated Ci^lkyl, fluorlnatedCv 

1 1 0 ealkylcarbonylaminoCi ^Ikylaminosulf onyl, fluorinatedCi^lkylsulf onate, 
fluorinatedCi^ealkylsulfonylaminoCi^lkylamlnosulfonyl, Ci - 
6alkylamlnocartx>nylamino. Ci^lkylaminocarbonylaminoCi^alkylaminosulfonyl.Ci- 
salkoxycarbonylamlnoCi^lkylaminosuHonyl, Ci^alkylcarbonyl{Ci.6alkyl)aminoCi. 
6alkyl(Ci^lkyl)amlnosuHonyl,Ci-4alkytearbonylsuHonylaminoCi. 

115 ealkylaminosulfonyl. Ci^lkylaminocarbonylCi^lkyl(Ci^lkyl)aminosulfonyl. 
fluorinatedCi^ikylcartx>nylsulfonytaminoCi.6alkyiaminosulfonyi. Ci- 
ealkylamlnocarbonylCi^lkylaminosulfonyr, (Ci^aikylaminocarbonyl}(Ci . 
6alkyl)methyleneaminosulfonyl, napthylaminocarbonylCi^ealkylaminosulfonyl, Ci. 
ealkylamlnocarbonylCi^salkylamino. Ci^lkylaminocarbonylCi^salkylamlnosulfonyl, 

120 mono- or dl(Ci.6alkyl)aminocart>onylCi.8alkylaminosulfonyl. mono- or di(Ci. 
6alkyl)aminocarbonylCi.6alkyl(Ci^lkyl)amlnosulfonyl, phenyl, phenylCi^alkyl, 
phenylCi^alkoxy, phenylcarbonyJ, phenylcarbonylamino. phenylCi^lkylcarbonyl. 
phenylCi^lkylcarbonylamlno, phenylCi^lkylcarbonylaminosulfonyl, phenylCi- 
ealkylcarbonylamlnoCi^lkyl, phenylaminosulfonyl. phenylsulfonylaminoCi^ealkyl. 

125 phenytearbonylCi^lkoxy, phenylCi^ealkylaminocarbonylaminosulfonyl, 

phenylcarbonylamlnoCi^lkylaminosulfonyl,phenytearbonylsulfonylaminoCi. 
ealkylamlnosulfonyl, phenoxy, halophenoxy, hatophenytearbonylCi^ealkoxy, 
halophenyteart)onylamino. phenylCi^lkylaminosulfonyl, 
phenylaminocartx)nylamino, phenylaminocarbonylaminosulfonyl, phenylCi. 

130 ealkylamlnocarbonylaminosulfonyl, phenylcartxjnylaminosulfonyl, Ci- 

ealkylphenylcarbonylaminosulfonyl, phenylCi^lkoxycarbonylCi^alkyl. thiadiazolyl. 
5, 6 or 7 membered saturated heterocycle. substituted 5. 6 or 7 membered saturated 
heterocycle, (5, 6 or 7 membered saturated heterocycle)carbonyl, (5, 6 or 7 
membered saturated heterocycle)sulfonyl, (substituted 5, 6 or 7 membered saturated 
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35 heterocycle)Ci^alkyl, (substituted 5. 6 or 7 membered saturated 
heterocycte)carbonyl. (substituted 5, 6 or 7 membered saturated 
heterocycle)sutfonyl, (substituted 5. 6 or 7 membered saturated 
heterocycle)aminosulfonyl. heteroaryl. heteroarylaminosulfonyl. substituted 
heteroaryl. (substftuted heteroaryl)amlno sulfonyJ. carbamyl, carbamylamino. 

40 carbamylCi^lkylamlno, carbamylCi^alkylaminosulfonyl. 
(carbamyl)(phenyI)methyleneaminosuHonyl. 
(carbamyl)(benzyl)methyleneaminosuHonyl. (carbamyl)(Ci - 
eallcyOmethyleneaminosulfonyl. carbamylCi^alkyl(Ci-6alkyl)aminosulfonyl. 
carbamylCi-8alkylamlriosulfonyl.carbamylaminoCi-6alkylaminosulfonyl.carbamyl(5. 

145 6 or 7 membered saturated heterocycle). azaindolylCi^alkylamlnosuHonyl. cyano or 
cart)OxyCi-6alkoxy substituents; 

5, 6 or 7 membered saturated heterocycle in more detail is a 5. 6 or 7 
membered saturated heterocycle interrupted by 1 . 2. 3, or 4 N or O heleroatoms. 
with the proviso that any two O atoms are not bonded to each other; 
150 substituted 5. 6 or 7 membered saturated heterocycle in more detail is a 5, 6 

or 7 membered saturated heterocycle mono-, di-. or trisubstituted independently with 
hydroxy, oxo. Ci^alkyl. Ci-ealkoxy. carbamyl. acetyl, amino. Ci^alkylsulfonyl. 
•C00(Ci.4alkyl), benzyl or Ci^alkytearbonyl substituents; 

9 or 10 membered heterobteycle which Is partially aromatic in more detail is a 
155 heterobicycle inlermpted by 1 , 2. 3, or 4 N heteroatoms, 

substituted 9 or 10 membered heterobicycle which is partially aromatic in 
more detail is a 9 or 10 membered heterobicycle mono-, di-. or trisubstituted 
Independently With hydroxy, oxo. Ci^alkyl. Ci^alkoxy or amino substituents; 
heteroaryl in more detail is a 5. 6 or 7 membered aromatic ring optionally 
160 interrupted by 1 , 2, 3 or 4 N. S. or O heteroatoms. with the proviso that any two O or 
S atoms are not bonded to each other, 

substituted heteroaryl in more detail is a 9 or 10 membered heterobicycle 
mono-, dl-. or trisubstituted independently with hydroxy, oxo, Ci^alkyl. Ci^lkoxy or 
amino substituents; 

165 or a pharmaceutically acceptable acid-addition or base-addition salt thereof. 
2. The Quinazoline compounds of Claim 1. wherein: 

r4 is phenyl disubstituted with methoxy and aminosulfonyl. 
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3. The Quinazoline compounds of Claim 1, wherein: 

R^ls (3-aminosulfony|.4-melhoxy)phenyl. 

4. The Quinazoline compounds of Claim 1, wherein: 

R2is 

R» 

5. The Quinazoline compounds of Claim 1. wherein: 

RZis 




6. The Quinazoline compounds of Claim 1. wherein: 

R1 is phenyl or phenyl mono-substituted with fluoro- 
R2is 

or 



R^is hydrogen; 

R® iand R^ are hydrogen or methyl; 
n is 1; 
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R3 is ethylene; 

R* is phenyl disubstituted with methoxy and aminosulfonyl. 

7. The Quinazoline compounds of Claim 1. wherein: 

Ri is phenyl mono or disubstituted with fluorine. 

8. Quinazoline compounds of Claim 1. wherein the quinazoline is selected from the 
group consisting of: 

5-{2-l4-{2-Phenyl-qulnazolin-4-yl)-l1.41diazepan-1-ylhethyl}-2-methoxy- 

benzenesulfonamide bistrifiuoroacetate 
5-{2-[4-(2-Phenyl-quinazolin-4-ylamino)-piperidin-4-yll-ethyl)-2-melhoxy- 

benzenesulfonamide bistrifiuoroacetate 
5.{2-l2-Methyl-4-(2-phenyl-quinazolin-4.yl)-piperazin-1-yll-ethyl}-2-methoxy- 

benzenesulfonamide bistrifiuoroacetate 
2.(2-Phenyl-quina2olin-4-yI)-1.2.3.4.6.7.12.12a-oclahydro-ben20[4.51a2epino[1.2- 

a]pyrazine bistrifiuoroacetate 
2-(2-Phenyl-quinazoIin-4-yl)-1 ,2.3.4,6.1 1 .l2.12a.octahydro-benzol5.61azepino[1 .2 

a]pyrazlne bistrifiuoroacetate 
5.{2-[3-(2-Phenyl-quinazolin-4-ylamino)-piperidin-1-yll-ethyl}-2-methoxy- 

benzenesulfonamide 
5.{2-[3-(2-Phenyl-quinazolin-4.ylamino)-azepan-1-yl}-ethylh2-methoxy- 

benzenesulfonamide 
5H2-[3.5-Dimethyl-4-(2-phenyl-quinazolin.4-yl).piperazin-l-yl]-ethyl}.2-methoxy. 

benzenesulfonamide trif iuoroacetate 
5-{2-l3-l^ethyl-4-(2-phenyl-quinazoiin.4-yl)-piperazin-1-yll-ethyl}-2-methoxy- 

benzenesulfonamide trifluoroacetate 
5-{2-l1-(2-PhenyI-quinazolin-4-yl)-piperidin-1-ylaminoJ-ethyl}-2-methoxy- 

benzenesuHonamide trifluoroacetate 
N 2-Benzyl-N 2-methyl-N 4-(2-Phenyl-quinazolin.4-yl)-pyridine-2.4.diamlne 

trifluoroacetate 

N 2-Benzyl-N 2-methyl-N 5-(2-Phenyl-quinazolin-4.yl)-pyridine-2.5-diamine 
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5-2-{Methyl-I3-(2-Phenyl-quinazolln-4-yl)-propylJ-amino}-ethyl)-2-methoxy- 
benzenesulfonamide trifluoroacetate 

5-(2^3-[MethyH2-phenyl-qulna20lin-4-yl)-amino>pyTOndin-3-yl}-ethyl)-2-meth 
30 benzenesuKonamide bistrifluoroacetate 

5H2K3-Methyl-3-(2-phenyl-qulna20lin-4-yl^lno)-pyrrolidln-l-ylJ-ethyl^^^ 
benzenesulfonamide bistrifluoroacetate 

5-{2-[3,4-Dimethyl-3-(2-phenyl-quina20lin-4-yl-amino)-pyrroIidin-1-ylJ-ethyl}-2- 
methoxy-t^enzenesuifonamide bistrifluoroacetate 

35 5-{2-I2,5-dimethyl-4-(2-phenyl-quina20lin-4-yl)-piperazln-1-yt]-ethyl}-2-methoxy- 
t>enzenesuifonamide 

2-Methoxy-5-{2-I4-(2-phenyl-quinazolin-4-ylamino)-cyclohexyl-aminol-ethyl}- 
benzenesulfonamide bistrifluoroacetate 

(R)-2-methoxy-5-{2-I3-(2-phenyl-quinazolin-4-ylafnino)-pyrrolidin-1.ylJ-ethyl}- 
40 benzenesulfonamide 

(R)-2-methoxy-5-{2-[1-(2-phenyl-quina20lin-4-yl)-pyrrolldin-3-ylamino]-ethyl}- 
benzenesulfonamide bistrifluoroacetate 

(S)-2-Methoxy-5-{2-I3-(2-phenyl-quir,azolin-4-ylamino)-pynrolidin-1-yl].etiiyl}- 
benzenesuifonamide bistrifluoroacetate 

4S (S)-N-Acetyl-2-methoxy-5-{2-I3-(2-pheny|.quinazolin-4-ylamino)-pyrrolidin.1.yl)- 
ethyl}-benzenesulfonamide bistrifluoroacetate 
(S)-2-Hydroxy-5-{2-(3-(2-phenyl-quinazolin-4-ylmino)-pyn-olidin-l-yl].ethyl}- 
benzenesuKonamide bistrifluoroacetate 

(S)-2-methoxy-5-[2-[1-(2-phenyl-quinazonn-4-yl)-pyrrolidin-3-ylaminoJ-elhyl}- 
50 benzenesulfonamide bistrifluoroacetate 

2-Methoxy-5-{2-l5-(2-phenyl-quinazolin-4-yl)-2,5-diazo-bicyclo[2.2.1]hept-2-yll-ethyl}- 
benzenesulfonamide bistrifluoroacetate 

2-Methoxy-5-(2-{methyl-[2-(2-phenyl-quinazolin-4-ylamino)-ethylJ-amino)-ethyl). 
benzenesulfonamide bistrifluoroacetate 

55 2-Methoxy-5-(2-{methyl-[2-(2-phenyl-quinazoline-4-sulfinyl)-ethylJ.amino}-ethyl). 
benzenesulfonamide 

2-Methoxy-5-{2-[3-(2-phenyl-quinazolin-4-yloxy)-pyrrolidin-1-yi]-ethyl}- 
benzenesulfonamide 



GI2019 



-185- 



(2S,4S)-2-Methoxy-5-{2-I2-methyl-4-(2-phenyl-quinazolin-4-ylamino)-pyrrolidin-1-ylh 

60 ethyl}-benzenesulfonamide bistriluoroacetate 

(2R.4S)-2-Methoxy-5-{2-(2-methyl-4-(2-phenyl-qulna20lin-4-ylamino)-pyrrolldin-1-yll- 

ethyl)-benzenesulfonamide bistrifluoroaoetate 
(3S,4RV2-Methoxy-5-{2-l3-memyl-4-(2-phGnyl-quinazolin-4-ylarnino)-pyrroridin-1-yl]- 

ethyl}-benzenesulfonamide bistrifiuoroacetate 
65 2-Ben2yl-4-{2-[4-(2-phenylqulnazolin-4.yl)plperazln-1 -yl]ethyl}phenol 

N-(2-Hydroxy-5-{2-l4-(2-ph8nylquinazolln.4-yl)plperazin-1-yl]ethyl}phenyl)acetamide 
1-(2-Methoxy-5-{2-[4-(2-phenylquinazolin-4-yl)piperazin-1-yl]ethyl}phenyl]ethanone 
1.{6-I4-{2-PhenylquinazoIin-4-yl)piperazin-1-yl]hexianoyl}pyrrolidin-2-one 
1-MethanesuHonyl-3-{2-[4-(2-phenylquinazolin-4-yl)piperazin-1-yl]ethyl}imidazolidin- 

70 2-one bismaleate 

1-(2,2-Dimethylpropionyl)3-{2-[4-(2-phenylquina20lin-4-yl)piperazln-1. 

yl]ethyl}imidazoridin-2-one 
1^4.[4.(2.phenylqulnazolln-4-yl)pipera2ln-1-yl]butyryl)piperldln-2-one bismaleate 

5.[2-((3-(S)-((2-Phenyl-quinazoIln-4-yOamlnomethyl))-pyrrolidln-1-yl)-ethyll-2- 

75 methoxy-benzenesulfonamide hydrochloride 

5H2-((3-(RH(2-Phenyl-quinazolin-4-yl)aminorT)elhyl))-pyrrolidin-l-yl)-ethyl]-2- 

methoxy-benzenesuKonamide trifluoroacetate 
1-(2-Phenyl-1,3-quinazolin-4-yl)-4-l3-(3-indolyl)propyl]-1.4-piperazine 
1 -(2-Phenyl-1 ,3-quinazolif\-4-yl)-4-[2-(3-hydroxymethyl-4-methoxypher»yl)ethylJ- 1 .4- 

80 piperazine 

1-(2-Phenyl-1,3-quinazolirv4-yl)-4-[2-(3-methar«sulfonylaminomethyl-4- 

methoxyphenyl)ethyll-1,4-piperazinetrifluoroacetale 
1.(2-Phenyl-1,3-quinazolin-4.yl)-4-[2-(3-(1-succlnimidoylmelhyl)-4- 

metlioxyphenyl)ethyll-1 .4-piperazine. Trifluoroacetic Acid Salt 
85 1 •(2-Phenyl-1 ,3-quinazolin-4-yl)-4-l2-(3-bromo-4-methoxyphenyl)ethyl]-1 .4- 

piperazine. dimaleic acid salt 
1 -(2-Ptienyl-1 ,3-quinazolin-4-y))-4-l2-(3-phenylaminocarbor^ylamlnosulfonyl-4- 

methoxyphenyI)ethyl]-1 .4-piperazine 
1-{2-Pheny|.1.3-quinazolin-4-yl)-4-(2-(3-(2-letrahydrofufyl)-4-methoxyphenyl)ethylJ- 

90 1, 4-piperazine trifluoroaceticacidsalt 
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2•Methoxy-5•(2•{4^2•(2-methoxy-phenyl)-quina20lllM-yl^plpera2^rv1-yl}-ethy^ 
ben;»nesulfonamidemaleate salt 

2-Ntethoxy.5-(2-{4-I2-(3-trffluoromefty|.phenyO-qulna20lln.4.yl^piperazln-1-y^ 
benzenesutfonamide 

95 2-Hydroxymethyl-5-(2-(4-I2-(4-nltro-phenyl)-qulna20lin-4-yl].piperazin-1-yl}.e%^^ 
benzenesutfonamide 

2-Methoxy-5-{2-[4-(2-m-tolyi-quinazolin-4-yl)-piperazin-1-yl]-ethyl}- 
benzenesulfonamide 

2-Methoxy-5-{2-[4-(2-pyridin-4.yl-qulnazolln-4-yl).plperazin-1-yl]-ethyl}- 
100 benzenesutfonamide 

{2-methoxycarbonylmethylsulfamoyM-{2-[4-(2-phenyl-quina2o!in-4yl)-piperazin-1-yl]- 
ethyl)-phenoxy)-acetlc acid methyl ester 

2-Methoxy'5-{2-I4-(2»phenyl-qulnazolin-4-yl)-piperaz|n-1-yfJ-propyl}- 
benzenesulfonamide 

1 05 2-methoxy-5-{2-I4-(2-phenyl-qulnazolin-4-yI)-piperazin-1 -ylj-ethyl}- 
benzenesutfonamide maleate 

2-methoxy.5-{2.[4-(8-chlofo-2-phenyl-qulnazolin-4-yl)-plperazin-1-yi]-ethyl}- 
benzenesutfonamide 

2-Methoxy-5-{2.I4-(7-chloro-2-phenyl-quinazolin-4-yl)-plperazin-1-yiJ-ethyi}- 
110 benzenesutfonamide 

2-methoxy-5-{2-[4-(2-cyclohexyl-quinazolin-4-yl)-piperazin-l-yl]-ethyt}. 
benzenesutfonamide maleate 

2^nethoxy.5-{2-[4.(2.(1H.pyrfol-2-yO-quinazolin.4.yl).piperazin-1.ylJ.ethyl}. 

benzenesutfonamide 

1 1 5 2-methoxy-5-{2-(4-(2-chtoro-quinazolin-4-yl)-piperazin-1-ylJ-ethyt}- 
benzenesutfonamide hydrochloride 

2-methoxy-5-{2-I4-(quinazolin-4.yl)-piperazin-1.yl]-ethyl}-benzenesulfonamide 

(R)2-methoxy-5-{2-I3-(2-(3-chloro-4-fluoro-phenyl)-quinazolin-4-ylamino)-pyrrolidin- 
1 •yn-ethyl)-benzenesulfonamide 

120 2-methoxy-5-{2-I4.(5-chloro-2-phenyl-quinazolin-4-yl)-piperazin-l-yl>ethyl}- 
benzenesulfonamide triftuoroacetate 

2-methoxy-5-{2-t4-(6-methoxy-2-phenyt.quinazolin-4-yl).piperazin-1-ylJ-ethyt}- 
t>enzenesulfonamide triftuoroacetate 
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3,7-dlmethyH-{3-I4-(2-phenyl-qulna2oHn-4-yl)-pipera2ln-1-yll-propyl)-3,7- 

125 dihydropurine-2.6-dione tiifluoroacetate 

1- melhyl-5-{4-[4-(2-phenyl-qulnazdifv4-yl)-pipera2ln-1-yll-butyr!dene^im 

2,4-dione 

2- Methoxy-5-{3-[4-(2-phenyl-qulnzoUn-4-yl)-piperazin-1-yll-propyl}- 
benzenesulfonamide 

130 2-Methoxy-N-methyl-5-{2-l4-(2-phenyl-quinazolin-4-yl)-piperazin-l-yl]-ethyl}- 

benzenesutfonamide bismaleate 

2- Methoxy-N,N-dimethyl-5-{2-[4-{2-phenykquina20lin-4.yl)-piperazin-1-yll-ethyl}- 

benzenesuKonamide bismaleate 
N-Acetyl-2-methoxy-5-{2-t4-(2-phenyl-quinazolin.4-yl)-piperazin-1-ylI-elhyl)- 

135 benzenesuifonamide 

N-Acetyl-2-methoxy-N-rnethyl-5-{2-14.(2-phenyl-quinazolin.4-yl)-piperazin-1.yl]- 

ethyO-benzenesuHonamidebistrifluoroacetate 
2^3-I4-{2-phenyl-quinazolln-4-yl)-piperazin-1 -yl}-propyl)-isoindole-l ,3 dione 

3- {2-I4-(2-phenyl-qulnazolin-4-yl)-piperazln-1-yll-ethoxy}-benzamide 

140 1,3-Dlmethyl-9-{2-[4-(2-phenyl-qulnazolin-4-yl)-plperazin-1-yll-ethyl)-3,9-dihydro- 

punne-2,6-dionebistrHluoroacetate 

4- {4-[2-(7-Methoxy-1,2,3,4-tetrahydro-naphthalen-2-yl)-ethyl]-piperazin-1-yl}-2- 

phenyt-quinazoline 

4-{4-[2-(6-Methoxy-1,2,3.4-telrahydro-naphthalen-2-yl)-ethylhpiperazin-1-yl}-2- 

145 phenyl-quinazofine bistrifluoroacetate 

2,2,3,3,-Tetramethyl-cyclopropanecarboxyUc add {3-{4-(2-phenyl-qulnazoKn-4-yO- 

plperazin-1-yl]-propyl)-amIde maieate 
Tetrahydro-furan-2-carboxylic acid {2-{4-(2-phenyl-quinazolin-4-yl)-piperazin-1-yl]- 
ethyl)-amide bistrifluoroacetate 
150 4-[4-(3.3-Diphenyl-propyl)-piperazin-l-yl]-2-phenyl-quinazoline 
4-[4-(2-Naphthalen-1 -yl-ethyl)-piperazin-1 -yl)-2-phenyl-quinazoline 
2-(2-methoxy-5-{2-I4-(2-phenyl-qulnazolin-4-yl)-piperazin-l-yllethyl)- 

t>enzenesul{onylamino)-acetamide 
4-(4-Benzyl-piperazln-1-yt)-2-phenyl-quinazoline 
155 {i.Methyl-5-f4-(2-phenyl-qulnazolin.4-yl)-plperazin-1-yl-methyO-1H-pyrrol-2-yl)-acetic 

acid methyl ester 
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N-Memyl-2-{1-methy|.5-l4-(2-pheny|.quina2olin-4-yl)-plpera2ln-1-yl-methylJ-iH- 
pyrrol-2-yl]acetamide 

N-(3-{1-hydroxy-2-[4-(2-phenyl-quina20llne-4-yf)-plperazln-1-yl]-elhyl}-phenyl). 
160 methansulfonamide bis-matetc add salt 

2-Methoxy-5-{2-[4-(2-phenyl-quina20line-4-yl).pipera2in-1-yl]-ethylhben2oic acid 
methyl ester 

2-Methoxy-N-methyi-5-(2-[4-(2-phenyl-quinazoiin-4-yi)-piperazin-1-yi]-ethyt}- 
benzamide bis-maleic acid salt 

165 2-Methoxy-5-{2-{4-(2-phenyl-quina2olin-4-yO-plpera2in-1-ylJ-ethyl)-ben2amide bis- 
maleic acid salt 

4-{2-[4-(2-Phenyl-quina2olin-4-yl)-pipera2in-1-yl]^thyl}ben2amide 

4- {4-[4,4-Bis-(4-fluoro-phenyl)-butyl]-pipera2in- 1 -ylh2-phenyl-quina2oline 

5- {1-hydroxy-2-I4-(2-Phenyl-quina20lin-4-yl)-pipera2in-1-yl}.2-methoxy-ben2amide4- 
170 (3-phenyl pipera2in-1-yl)-2-phenyl-qulna20line 

5-{2-[2-phenyl-4-(2-phenyl-qulna20lin-4-yl)-pipera2in-1-yl)-ethyl}-2-methoxy- 

benzenesulfonamide bistrifluoroacetate 
2-(2-phenyl-quinazolin-4yl)-2.3.4.6,7, 1 1 b-hexahydro-1 H-pyra2ino{2, 1 -alisoqulnoline 
5-{2-[2,2-dimethyl-4-(2-phenyl-quinazolln-4-yl)-pipera2in-1-yl}-ethyl)-2-methoxy- 
175 benzenesulfonamide dimaleate sesquihydrate 

5-{2-[1-(2-Pheny|.quina2olin-4yl).piperidin-1-ylamino>methyl}-2-melho)(y- 
ben2enesulfonamide bistrifluoroacetate dihydrate 

2-htethoxy-5-{2-[8-(2-phenyl-quina2olin-4-yl).3,8-dia2a-btcycloI3.2.1]oct-3-ylJ-ethyl^ 
ben2enesulfonamide bistrifluoroacetate monohydrate. 

180 

9. A pharmaceutical composition comprising a quina2oline compound of Claim 1 and 
a pharmaceutically acceptable diluent or carrier. 

10. A method for the treatment of benign prostatic hyperplasia which comprises 
administering to a patient in need of such the pharmaceutical composition of Claim 9 

11. The method of Claim 11. wherein the phamiaceutical composition thereof is 
administered to a patient along with a therapeutic agent active against the 5-a 
reductase en2yme. 

12. A process for the preparation of the quinazoline compounds of Claim 1. the 
process comprising: 
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Reacting a compound of formula (1a): 




with a compound of fomfiula (2b): 
(2b) 

to yield a compound of formula (i). 
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